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(54)TMe: NOVEL PEPTIDE COMPOUNDS AND MEDICINAL COMPOSITIONS THEREOF 




(57) Abstract 

Novel peptides having the activity of regulating the function of a cell membrane receptor which carries an intracellular 
corboxy-terminal amino acid sequence of -A, -A 2 -A 3 , carrying an amino acid sequence consisting of at least three amino acids in the 
lengthwise direction, and having a carboxy-terminal sequence of -X-Y-Z (wherein X is the same as At or represents an amino acid 
belonging to the same category as A, does; Y represents an L«amino acid or glycine; and Z is the same as A 3 or represents an amino acid 
belonging to the same category as A 3 does); derivatives thereof improved in the biological stability, cell membrane permeability or the 
above-mentioned regulating activity of the same and pharmaceutical ly acceptable salts thereof; medicinal compositions containing these 
compounds; a method for analyzing the function of a receptor or the C-terminus thereof by using these compounds; a method for regulating 
the signal transmission by a cell membrane receptor; and a method for treating diseases in association with the signal transmission by cell 
membrane receptors. 
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SCY 


JS0616 - 


serotonin receptor 5HT-1C 


YSERi 


SSY 


S48736 * 


serotonin 5-HT2B receptor protein 


TEEQY 


SYY 


A47551 - 


NMOA receptor chain I 


DPSYS 


TYY 


S47555 - 


NMD A receptor modulatory chain hNR2A 


FQAEY 


SLY 


A55689 - 


G-prot e in-coup 1 ed receptor 3 


RSRSP 


SOY 


S39534 - 


cor ticotropin-releasing hormone receptor 


S1KQS 


TAY 


0RHUB1 - 


bet a -1 -adrenergic receptor 


GFASE 


SKY 


S39495 - 


u-plasminogen actuator receptor form 2 


EEAQA 


THY 


A37223 - 


a i pha-2B-adrenergi c receptor 


RPWTQ 


TAW 


A471U - 


oe i anocor t in receptor 4 


LCDLS 


SRY 


S29506 - 


neurotensin receptor 


NATRE 


TLY 



±Et*i:tt&* *l-0>*£<.^ IgE F c e R I - 7 © «fc o IC C5fcA<HfRj£ 
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VTZJmE&lZ&iS-Zfote&U -X-Y-Z (5£4\ X = A 1 *>L<l±A 1 
t til *g*T©ffl** fcS* U sfcf L * KMFfcHS* tiS fc© 
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m ® © « # * & E 

HUi>» F a s©C*$l 5T*/«^f-Klc«k5'f>k*ha©Fa s/ 
P T P - B A S^PII^tt- h 7 v""t /7 Af*5 0 

g|2(i ^>h"ha<DF a s/PTP-BASO^i:fcilftl$0^i5 
Fa s®cm%<7rV®9m>S:7Fty7 7-V$>Zo 

EI3fcU Ac - SLVO^T? ;»*ffl!OL-75 y»**^tt^'J 

+ >Liz^<ff- K 1 mM#STi:*^5-r > h* h o©F a s/ 
P T P - B A SIS&IBS***-?'^?"?**,, 

H4tt^ Ac-SLV©L£flfe©L-T $ yg&fcSUter/y *>>KE#&x.. 
7.*+ >L^:/f- K0. lmMCD??STKfct^'f>t*ho(OF a s/PTP 
- B A SIS^M*^*"^ 7f*5, 

BI5J*n Ac-SLV£Ac-TLV©^>t*hoFa s/PTP-BAS^ 

E16J4. N^f;l#, iSS^f KO-Ob'hoFas/PTP- 

B A SIS^ESfitt***-^ ^T-feSo 
El 7 ldu» N3fcSgfl£fifc#©'T >h*hoFas/PTP-BAS *££ffi^©«K#c 

El 8 \U C*ig^fift{*:©-r >k*hnFas/PTP-BAS *2r&&«f£tt** 

StifcAc- SLV©lBB0EBWIftffl*^^*!O»»O3fK'e**« fcBttft 

HI 0I4n Cyh-NHCO- SLV-OMe> Cyh-NHCO- SLV- 
OEt> Ph- NHCO- SLV- OMe, Ph- NHCO- SLV- OEtO 
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mi l(i> Ph- NHCO- SLV- OE tot h*M&M1&D L D - 1 ic*f 

■r * mtmrnmrtm sm&© Mm<DMMT'$>z 0 

m 1 2 t±s VI P«#W»«©3fi»;:*tt-S Ph- NHCO- S L V- 
OE t ©fFfflSr^-T'^-e&So 

H13l±> V I P«#W«K<D3Wilc>H-*Ph- NHCO- SLA- 
OE t ©fFffl^l-^^^T^-So 

EI14<ix V I PfiSc#6<]mif3t©§te)glc*ff -5 P h- NHCO- SLL- 

oe t <Dftm&&ty5 7T:2>&o 

H15li* V I PHm^m^i<Di\mizMi-^ Ph- NHCO- SLV- OH 

El 16 lis I SO^fcfiFW«S5£<03lS«K*rt--5Ph- NHCO- SLL- 
O E t (Dftm&Tfi-tr? 7T'&Zo 

Ell7li> I S Oft#fl*jSlW^O§teiSlc*ff 5Ph- NHCO- SLA- 
OE t 0^**1-^5 71?**. 

H 1 8 ttx IS O08*W*«©3fi«lc*W-* Ph- NHCO- SLV- 
OE t ©fEffl**-*^5 7T?*3o 

i. £ggM©jfc£^ 

Ba/KHrT'^-CC^IgEyiJ^Slc-r-tf-r >£ttT43»K Hr7 , ^-©C5RS*lc 
8£r1-£C£K«fctK Hr7*^-^6©->^^U*H»1-SStt**f *^7f- 
H\ *©^7'*KSI*#a3J:tf**i&©#r**o ttfe^ *^H§{c«fc5^7^ h\ 
*<D^Zf?- KSI*(*t5«fcC;^tlt>©^{±7kfOtli^oT^Tfe«k^o «fc!3#L< 
lis *§feH^ffl-ffc^4jaii. Hr7^-C^^^S^©^Stt*^-r**>> * 
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<dt i ;m&w<-A 1 - a 2 -a 3 i:&zMfaigi'*zf ? -omm&mmt z 
m&z^tz. 'J>u< ti>z®<DTi ;w£Ji\z&zxft\z^u -x-y-z 

-L-Vf*2Fa s iPTP-BASiO^^rPl^f <5-> 4>tt< £i>3®© 
7^/®teg£#[SHcWU -x-y-z OS;*. X = L— b'J>. L-7Ut 
&-5<^<iL-:/X-7M > ; Y = L -7 ^ /KabS^ti^ 'J ; Z = L- 

S-L-VT'&SV I P U-tr-/^-oa^P1^1"5. < tt>3M<D7Z J 
MZ&ZXfaizGU -X-Y-Z (3:*. X = L— teU>. L-7l/t-^ 
cb-S^liL-i/Xx-f > ; Y = L — 7 S ^ £ << 'J ; Z = L-/<U >>■ 

C 3ta»ieyiJ*<- S - L - L * 0 2 - T K V± V ? 9 -CD •> ^^-;Ufe 

**&*rmf-*-<5x 4>fc< thsmoTi yses-^s^risic^ru -x-y-z 

(jS;+> X = L--tzl>>. L-XU*^>. $5UliL- , >Xf'f > ; Y = L — 
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U t - T - T - L 5 I L-8 Hr^-OJ// 

7-;l^ol%Siti> 4>tt< i^31<07; </K*ft32nS|tcWU -X-Y- 
Z (S;^ X=L— tr'J L-Xb* — *S^I4L- S/Xf-f > ; Y=L 

-7 5 ySefcS^ii^U ; Z = L-o^->» ©* i/msss&tiz&t 

z<?*h\ znzommfa* £«fct>\ ^©ii&^ttKSssftsisfcWiL-c* 

Softie 3*5 8 fi© 7 5 yiSttSfcOiWF* L^£^*.S a C©«k-5tt 

shbsbi uw-c ^atisifiifcij© Jittttttfl £ l Fas/PTP- 
BAs^ga^apjicgaLTii. K*<ft*^riRUc6flJ2U:*ntfi sia©^ 

^ K£|SJgflE©Jgtt*WU fi*2FlS]C3fi*fttf4«Xtf 5<l£Plgg©?E 
te^fSCt^tg^tlT^So — ttWlc^ ^■r^K«S*<Je<tt5««irfett 
#«ja»rt^o^yf - K©3*t>i&**«g«£tttK *©*&Jra&i&*»*<ii*.5 

SH&**<<i>tt< ttSCi*?^ *3£BjHb£r#l©^f- KOStt3-e*Sdi*< 

75 y»*si.Miry CfztfL, *cdt jwmm® 

WH»cJ:o-C**e)BEStttt£5&*tltt^o 0*]X-(4\ Fas/PTP-BASg 

L) > «kt)«nfcU-fe7^-->^-'HISfii5Stt^1-S^^f : - KRVftCH-fSo 
#IB*JJ& £14. Fas/PTP-BAS ^^-Pl^Stt^ S ^ 7 f- K©I@i^ 
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/r.\ /r. r\ r, r. r, r, 

\ R 4 /m R 6 R 7 R 2 O 
= L-7; Jm<Dmim&tr>ZWt*M ; R3 = A 3 feL<{iA 3 <t|5l-^li{c 

its? i j wtvmmmmzmm u r 4 tt£*©y s y s . 

3+i/S-e*SK TfcfcfiTk&g-e&tK «-R 6 lifii>«rjC7k3R**^tty^u« 

fiStt^-T?**}, Rgfc.fctfRgli^ti^ftjfc&s &*^liK&*>L<ti:#Bfc7 

*U *fcttSMfc-e*»K mteOftMl 2-?*!^ n li 0 * 5 ^til 

$&Jcn*<10«^ttR g tR 9 Ji-HftJcttoT3ai*»JSJ5LTt)J:^ ; fcrtfU 

ffiU^oiLTtt, T5C5 : 




PCT/JP96/02697 
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ISU R 5 . R 6 . R 7 > R 8 *J:CfR g tt«rSfitra«T?** ;fc«U 



OR, O R 3 



R 8 O R 2 



[5£r£. R 1 = L— b'J >fcL<ttL-XU^>©ffll*Mtat; R 2 = L-7i 

-a-f ->>©ffl»li&**W:U R 5 > R 8 *J:CfR 9 ttlKrSBilB9«-e**] "P 

JtlESt 4, S: 5 J:Cf3; 6 iciJ^TR g * * V-MiR g CD— ;£ri<K& k L < 

Vk&TA,*iVmi*WSk>s #«l**:ttSiltfcT-*!?> ±SH^4Jcfe^-Ctt. S&lcff 

^ ^ ? $> <f <£ C t i<X- £ * o ^ tL b <D4t&<®J<Z> N ^JSJcffiB^- * 

L^*»»<o*#«i LT(iT-trf-^Ss «k Off 1 * L^*f*«£ LT{±. S&fc 
L< te#fi&©->? dt;u*;ut $ > JUS. SSIfe L < li#»&©:7x 

(i 3 - 8 
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its® tint, ±ibs:*. r 5 fi<&&&zwt#s.&T~&zc x nmc 6 <D\g. 

Fas/PTP-BA S££|fi^J{c:^TC^£^flfcL7^7^ Kffl*#(is 
^>b-hor-CDFa s/PTP-BAS^?l^?Stt{i<&T-r-5^<t hCD#>*ffl 

ZfttZo 

^*l^:im5o C*l£> F a s t P T P - B A S <t©*±£ 

Ctit»£DN^4g*SO{iC^igCD^t(ii(i N Fa s/PTP-BAS^fi^ 
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mat Lxmwm^t, FastPTp — bas toQm&wm't z c 

£<gia6 & tltt ^tc kri^fc* t>-T\ ^JS-e<i 8 tfc* 5 P T P - B A S <D§m. 

5 m<D&mm* ptp-bas zma- zztK^o mm @#©5e*iehi l t 

PTP-BAS *<j&PII63KLTV^ 5ft]JUcg-^ HK«*«Bfc*»afc 
PTP-BAS©F a s^©*S££M- 9 u .5C£{C«i;!K PTP-BAS 

tc j: sffi«aiia©ffliia5E©iHii8*fflj*j u jSMaic^^rts c tt^mx-^ * 

C Lfco -fttfc^ #fgBJ3#te>tt> fcSgcDffiffll&Kifc^TP T P 

-BASOSeS^jEIStl/^UiOOTlwittnLT^SCli:^^ *SHlOFa8 
/PTP-BASe^ffi«W*aaiirt-*c:iirJ:*)x JKttUSOlfcFa sifcttfc** 
*3Jfi^*±#3*9«C£*J&fcBLfco dft£©5y|li#&B8©F a s/ 
PTP-BAS tt^lBWWiWK^bWftlwIf^l-C* SCt fcjjvT feOT'ifcio 4 

*f£BJ© Fas/PTP-BA S^ffi^PJiCt & N tffljfc^^*^© 

*mz%trt><. *niwH3e*ti*fco-etttt<^ *^©<t^it*{cfiLF a s 

tJt^F asW> K £©#« K «fc 5 ±K#*fc£ *>#£-*>©£■*- So *©RU8^ 
Sft^toOJMtMM- S C«h £«fc tK PTP-BASOFas ^©*S£igtt* 

L < u^ci^ts c i*<RitlT*So ^k^ft©ffl«*a«-#-4 c tic 

J;6PTP-BASCFa s ^©tt£Stt©'ffi»W\ fid K> r> L < tt^H 
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Fas 'NOtt^BlWWi LTW#n?£>* 0 P T P - B A S a^f- KB 

77-> (A) . TW—Z/ (R) „ 7XA'^> (N) x T*'<7*>SJ 
(D) s v^tM > (C) s s > (Q) % $ >g? (E) > **<J 

(G) . tXf-J> (H) „ -fVD^<>> (I) % o^i/> (L) . >JS?> (K) 
> (M) . 7x-4/77-> (F) N :/o >J > (P) N (S) N 

(T) , h'J^h7 7 > (W) , f-w>> (Y) . /<U > (V) 0 
*fU V^n^cDT^yBft*S^{4T^yM^S«^-^tC{iCT (X) 

Sfcs *«flCfeV^t, T*yifc©^**©a*JSLL©«a©tt*tt,» Si* 

ttglUoTOto©! 5 y»*<S»©3WHcR^-SC<»:*<RrtiT?*5o -r^fr 

B&TKtey ; : A> R N N> E. K U K> M„ F N P, W N Y. V 
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$&7kttT ; yi: R> N. D. C. Q. E. H, K. S. T\ Y 
iEm^T^ JW : R> H, K 
M^T^ : D> E 

MS^ttTUi:^ N. D. C. CK E. H, K> M. S> T\ Y 

(Me) . ^Jim (E t ) > 77a c;l,g (i P r) . 7 
(Ph) > i/?a^+->^8 (Cyh) ^fcoTSt'o 

(1) t SXX 

a) N3cy-t?f-;K C^7'J-#: 

Ac-SXA. Ac-SXC. Ac-SXD. Ac-SXE. Ac-SXF, 
Ac-SXG. Ac-SXH> Ac-SXU Ac-SXK. Ac-SXL. 
Ac-SXM, Ac-SXN. Ac-SXP> Ac-SXQ. Ac-SXR. 
Ac-SXS. Ac-SXT. Ac-SXV, A c — S XW> Ac-SXY, 
Ac-TXA. Ac-TXC, Ac-TXD. Ac-TXE. Ac-TXF. 
Ac-TXG. Ac-TXH. Ac-TXK Ac-TXK. Ac-TXU 
Ac-TXM. Ac-TXN, Ac-TXP. Ac-TXQ. Ac-TXRs 
Ac-TXS. Ac-TXT. Ac-TXV, Ac-TXW. Ac-TXY, 
b) N^T-fe^K C3fciX7^U{*: : 

Ac-SXA-OEU Ac-SXC-OEL Ac-SXD-OEU Ac- 
SXE-OEU Ac-SXF-OEU Ac-SXG-OEt, Ac-SXH 
-OE U Ac-SXI-OEU Ac-SXK-OEU Ac-SXL- 
OEt, Ac-SXM-OEt. Ac-SXN-OEU Ac-SXP-OEU 
Ac-SXQ-OEt. Ac-SXR-OEt, Ac-SXS-OEU Ac- 
SXT-OEU Ac-SXV-OEts Ac-SXW-OEt> Ac-SXY 
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-OE to 

Ac-TXA-OEL Ac-TXC-OEU Ac-TXD-OEU Ac- 
TXE-OE t N Ac-TXF-OEU Ac-TXG-OEt, Ac-TXH 
-OE t, Ac-TXI-OEt> Ac-TXK-OEU Ac-TXL- 
OEt, Ac-TXM-OEts Ac-TXN-OEU Ac-TXP-OEt> 
Ac-TXQ-OEt, Ac-TXR-OEU Ac-TXS-OEU A c - 
TXT-OEU Ac-TXV-OEt, Ac-TXW-OEt, Ac-TXY 
-OEt 0 

Ph-NHCO-SXA. Ph-NHCO-SXC. Ph-NHCO-SXD, 
Ph-NHCO-SXE, Ph-NHCO-SXF N Ph-NHCO-SXG, 
Ph-NHCO-SXH, Ph-NHCO-SXU Ph-NHCO-SXK, 
Ph-NHCO-SXL> Ph-NHCO-SXM, Ph-NHCO-SXN, 
Ph-NHCO-SXP> Ph-NHCO-SXCK Ph-NHCO-SX^ 
Ph-NHCO-SXS, Ph-NHCO-SXT\ Ph-NHCO-SXV. 
Ph-NHCO-SXW, Ph-NHCO-SXYo 

Ph-NHCO-TXAs Ph-NHCO-TXC> Ph-NHCO-TXD> 
Ph-NHCO-TXE. Ph-NHCO-TXF. Ph-NHCO-TXG. 
Ph-NHCO-TXH, Ph-NHCO-TXK Ph-NHCO-TXK. 
Ph-NHCO-TXL, Ph-NHCO-TXM^ Ph-NHCO-TXN, 
Ph-NHCO-TXP. Ph-NHCO-TXQ. Ph-NHCO-TXR, 
Ph-NHCO-TXS. Ph-NHCO-TXT> Ph-NHCO-TXV> 
Ph-NHCO-TXW, Ph-NHCO-TXY, 
d) i J tlJlX-JK C3fcx.*TJl# : 

Ph-NHCO-SXA-OEt, P h-NHCO-SXC-OE t, Ph- 
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NHCO-SXD-OEt, Ph-NHCO-SXE-OEt, Ph-NHCO 
-SXF-OEU Ph-NHCO-SXG-OE U Ph-NHCO-SXH 
-OEt> Ph-NHCO-SX 1 -OE U Ph-NHCO-SXK-OE t, 
Ph-NHCO-SXL-OE U Ph-NHCO-SXM-OE U Ph- 
NHCO - S XN - O E t . Ph-NHCO-SXP-OEt, Ph-NHCO 
-SXQ-OEU Ph-NHCO-SXR-OE U Ph-NHCO-SXS 
-OEU Ph-NHCO-SXT-OE U Ph — NHCO — SXV — OE t> 
Ph-NHCO-SXW-OEt, Ph-NHCO-SXY-OE to 
Ph-NHCO-TXA-OEt, Ph-NHCO-TXC-OE t, Ph- 
NHCO-TXD-OEU Ph— NHCO — TXE — OE t > Ph-NHCO 
-TXF-OEt. Ph-NHCO-TXG-OE t. Ph-NHCO-TXH 
-OEt. Ph-NHCO-TX I -OE t. P h-NHCO-TXK-OE t, 
Ph-NHCO-TXL-OE t. Ph-NHCO — TXM — OE t > Ph- 
NHCO - T XN - O E t . Ph-NHCO-TXP-OEt, Ph-NHCO 
-TXQ-OEU Ph-NHCO-TXR-OE U Ph-NHCO-TXS 
-OEt> Ph-NHCO-TXT-OE U Ph— NHCO — TXV — OEt N 
Ph-NHCO-TXW-OE U Ph-NHCO-TXY-OE to 
e) N^i'J'D^^l'Tiy*^-^: 

Cy h-NHCO-SXV. C y h - N H C O - T X V. Cyh-NHCO- 
SXU Cyh-NHCO-TXK Cyh-NHCO-SXU Cyh- 
NHCO-TXU Cy h-NHCO-SXV-OE t. Cyh-NHCO- 
TXV-OEts Cy h-NHCO-SX I -OE t. Cyh-NHCO- 
TXI-OEt, Cy h-NHCO-SXL-OE t. Cyh-NHCO- 
TXL -OE to 
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(2) t S LV 

RNEIQSLV, NEIQSLV, EIQSLV, I Q S L V. Q S L V. 
SLV 0 

b) N5fcy-fe^k 'J-fr: 

Ac-RNEIQSLV> Ac-NEIQSLV. Ac-EIQSLV, A c - 
IQSLV, Ac-QSLV. Ac-SLV. Ac-CLV N Ac-TLV. 

c) N*7Hrf-;K C^xxfJl*: 

Ac-EIQSLV-OEU Ac- I QSLV-OE t, Ac-SLV- 
OMe, Ac-SLV-OEU Ac-SLV-OiPr> Ac-CLV- 
OMe> A c— TLV — OMe N Ac-TLV-OEU Ac-TLV- 
O i P r 0 

Ph-NHCO-SLV, Ph-NHCO-CLV, Ph-NHC0-TLV o 
e) N^7x^7;;*^-JK C^xxf ;W : 
Ph-NHCO-SLV-OMe> Ph — NHCO — CLV — OMe N Ph- 
NHCO-TLV-OMe. Ph-NHCO-SLV-OE t, Ph-NHCO 
-CLV-OEU Ph-NHCO-TLV-OE t> Ph-NHCO-SLV 
-OiPr. Ph-NHCO-CLV-0 i P r N Ph-NHCO-TLV- 
O i P r Q 

f) ? n ^+ '>^T i ; * CM? 'J H* : 

C y h-NHCO-S LV. Cy h-NHCO-CLV, Cyh-NHCO- 

TLV 0 

Cyh-NHCO-SLV-OMe> Cy h-NHCO-CLV-OMe, 
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Cy h— NHCO — TLV — OMe„ C y h-NHCO-S LV-OE t> 
Cyh-NHCO-CLV-OEt v C y h-NHCO-TLV-OE t> 
Cyh-NHCO-SLV-OiPr, Cy h-NHCO-CL V-0 i P r, 
Cyh-NHCO-TLV-Oi Pr, 

h) N^7xz;WtoK -# : 
Ph-CO-SLV. Ph-CO-CLV> ?h-C0-TLV o 

i) N5fc7*— )ViiA>#—)W C*jcx-r^: 

Ph-CO-SLV-OMe, Ph-CO-CLV-OMe, Ph-CO- 
TLV-OMe> Ph-CO-SLV-OEt, Ph — CO — CLV — OE t N 
Ph-CO-TLV-OE t 0 

j) NMi'9v^*i/jl>Jjjl,*-Jl^ C%Z7')-W: 
Cyh-CO-SLV. Cyh-CO-CLV N Cyh-CO-TLV 0 
k) N^i/^D^+'>^^7^'i-*— ;k C*x^f;Ht: 

Cy h-CO-S LV-OMe. Cy h-CO-CLV-OMe, Cyh-CO 

— T L V— OM e N Cyh-CO-SLV-OEt, Cyh-CO-CLV- 
OEt, C y h-CO-TLV-OE to 

1 ) 35c# : 

Ac-S-0- (C H g NH) -LV> Ac-SL-0- (CHgNH) -V, 
Ac-S-tf- (C H g NH) -LV-OMex Ac-SL-0- (CHgNH) 
-V-OMe, A c — S — 0 — (C H g NH) -LV-OEt Ac-SL-tf 

- (C H g N H) -V-OE to 
m) N^f;l/«: : 

Ac- (NMe) SLV N Ac-S- (NMe) L V, Ac- (NMe) SLV 
-OMe, Ac-S- (NMe) LV-0Me o 
n) D{*: 
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Ac- (D) SLVs Ac- (D) SLV-OMe 0 

o) sl imm&: 

Ac-SLK Ac-SLl-OMe, Ac-SLI-OEt, Ac-SL I - 
OiPr. Ph-NHCO-SLU Ph-NHCO-SL I -OMe, Ph- 
NHCO— SL I — OE t , Ph-NHCO-SL I -O i P r e 
p) SLAf§**#: 

Ac -SLA, Ac-SLA-OMe> Ac-SLA-OEt, Ph-NHCO 
-SLA, Ph-NHCO-S LA-OMe, Ph — NHCO — SLA — OE t » 
Ph-NHCO-SLA-0 i P r Q 
(3) ffeg> t S XV 
a) NSfcT-fc*^ C5fc7'J-#: 



Ac 


-SAV, 


A c 


-SCV, 


A c - 


SDV, 


Ac- 


SEV, 


A c 


-SFV, 


Ac 


-SGV, 


A c 


-SHV N 


Ac- 


S I V N 


Ac - 


SKV N 


A c 


-SMV % 


Ac 


— S N V» 


Ac 


-SPV, 


Ac - 


SQV. 


Ac - 


SRV, 


A c 


-ssv, 


A c 


-STV, 


A c 


-SVV, 


A c - 


SWV N 


A c - 


SYV, 


A c 


-TAV. 


A c 


-TC V. 


A c 


-TDV, 


A c - 


TEV, 


A c - 


TFV, 


A c 


-TGV, 


A c 


-THV N 


A c 


-T I V, 


A c - 


TKV, 


A c - 


TMV N 


A c 


-TNV, 


Ac 


-TP 


A c 


-TQV. 


A c - 


TRV, 


A c - 


T S V> 


A c 


-TTV, 


A c 


-TVV, 


A c 


-TWV, 


A c - 


TYV 0 










b) 




C^xxf 


: 












A c 


-S A V- 


OMe, A c - 


S CV 


-OMe 


> A c 


-SDV 


0 M e N A c 



SEV-OMe. Ac-SFV-OMe, Ac-SGV-OMe, Ac-SHV 
-OMe, Ac-SIV-OMe. Ac-SKV-OMe, Ac-SMV- 
OMe, Ac-SNV-OMe, Ac-SPV-OMe, Ac-SQV-OMe, 
Ac-SRV-OMe, Ac-SSV-OMe, Ac-STV-OMe, Ac- 
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SVV-OMe, Ac-SWV-OMe, Ac-SYV-OMe, Ac-TAV 
-OMe. Ac-TCV-OMe. A c — TDV — OMe N Ac-TEV- 
O M € •» Ac-TFV-OMex Ac-TGV-OMe^ Ac-THV-OMe^ 
Ac-TIV-OMe, Ac— TKV — OMe N Ac-TMV-OMe, Ac- 
TNV-OMe> Ac-TPV-OMe^ Ac-TQV-OMe> Ac-TRV 
-OMe> Ac-TSV-OMe, A c — TTV — OMe N Ac-TVV- 
OMe s Ac-TWV-OMe. Ac-TYV-OMe, Ac-SAV-OEU 
Ac-SCV-OEU Ac-SDV-OEt, Ac-SEV-OEt, A c - 
SFV-OEt, Ac-SGV-OEtx Ac-SHV-OEt> Ac-SIV 
— OE t> Ac-SKV-OEU Ac-SMV-OEt N Ac-SNV- 
O E t N Ac-SPV-OEU Ac-SQV-OEU Ac-SRV-OEU 
Ac-SSV-0Et N Ac-STV-OEU Ac-SVV-OEt s Ac- 
SWV-OEt, Ac-SYV-OEt> Ac-TAV-OEt, Ac-TCV 
-OEU Ac-TDV-OEt, Ac-TEV-OEt % Ac-TFV- 
OEt, Ac-TGV-OEU Ac-THV-OEt, Ac-TIV-OEt, 
Ac-TKV-OEt > Ac-TMV-OEU Ac-TNV-OEt. Ac- 
TPV-OEt, Ac-TQV-OEt, Ac-TRV-OEt. Ac-TSV 
-OEt x Ac— TTV — OE t N Ac-TVV-OEt^ Ac-TWV- 
OEt> Ac -TYV-OE t 0 
c) N5fc7 *—JlT i J t> )\,-#=-)W : 

Ph-NHCO-SAVs Ph-NHCO-SCV^ Ph-NHCO-SDV. 
Ph-NHCO-SEV, Ph-NHCO-SFV, Ph-NHCO-SGV, 
Ph-NHCO-SHV, Ph-NHCO-SIV, Ph-NHCO-SKV, 
Ph-NHCO-SMV. Ph-NHCO-SNV, Ph-NHCO-SPV. 
Ph-NHCO-SQV % Ph-NHCO-SRV, Ph-NHCO-SSV> 
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P h 


-NHCO- 


S T V N 


P h 


— NHC 0 — 


svv, 


P h 


-NHCO 


- SWV N 


Ph 


-NHCO- 


S YV N 


P h 


-NHCO- 


TAV, 


Ph 


-NHCO 


— T C V\ 


Ph 


-NHCO- 


TDV, 


P h 


-NHCO- 


TEV, 


Ph 


-NHCO 


— T F V> 


P h 


-NHCO- 


TGV X 


P h 


-NHCO- 


T H V N 


Ph 


-NHCO 


— T I V\ 


Ph 


-NHCO- 


TKV, 


P h 


-NHCO- 


TMV N 


Ph 


-NHCO 


— T N V N 


Ph 


-NHCO- 


TPV, 


P h 


-NHCO- 


TQV N 


P h 


-NHCO 


-TRV> 


Ph 


-NHCO- 


TSV, 


Ph 


-NHCO- 


T TV\ 


Ph 


-NHCO 


-TVV. 


P h 


-NHCO- 


TWV, 


P h 


-NHCO- 


TYVo 









Ph-NHCO-SAV-OE t N Ph — NHCO— SCV — OE t N Ph- 
NHCO-SDV-OEU P h-NHCO-S E V-OE U Ph-NHCO 
-SFV-OEU Ph-NHCO-SGV-OE U Ph-NHCO-SHV 
-OEt, Ph-NHCO-S I V-OE t. Ph-NHCO-SKV-OE t, 
Ph-NHCO-SMV-OEt, Ph— NHCO— SNV — OE t> Ph- 
NHCO - S P V - O E t N Ph-NHCO-SQV-OEt, Ph-NHCO 
-SRV-OEU Ph-NHCO-S SV-OE t> Ph-NHCO-STV 
-OEt, Ph-NHCO-SVV-OE U Ph-NHCO-SWV-OE t, 
Ph-NHCO-SYV-OE t N P h-NHCO-TAV-OE t % Ph- 
NHCO -T C V - O E t N Ph-NHCO-TDV-OE t N Ph-NHCO 
-TEV-OEU Ph-NHCO-TFV-OE Ph-NHCO-TGV 
-OEt> Ph-NHCO-THV-OE U Ph— NHCO — T I V — OE t N 
Ph-NHCO-TKV-OEt, Ph-NHCO — TMV — OE t> Ph- 
NHCO - T N V - O E t . Ph-NHCO-TPV-OEt, Ph-NHCO 
-TQV-OEt> Ph-NHCO-TRV-OE t> Ph-NHCO-TSV 
-OEt, Ph-NHCO-TTV-OEt, P h - N H C O -T V V - O E U 
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Ph-NHCO-TWV-OE U Ph-NHCO-TYV-OE t D 
(4) t SXL 

a) N^T-tr^As C^7'J-«:: 

Ac-SCLx Ac-SFL % Ac-SGL> Ac-SHL N Ac-SLL, 
Ac-SSU Ac-SVL, Ac-SYL> Ac-TGU Ac-TLU 
Ac-TTU Ac-TVLo 

b) N5fcT4?^;K Cm*-XTJW: 

Ac-SCL-OEt, Ac-SFL-OEt, Ac-SGL-OEt, Ac- 
SHL-OE U Ac-SLL-OEt> Ac-SSL-OEt^ Ac-SVL 

O E t ■» Ac — SYL — OE t N Ac-TGL-OEU Ac-TLL- 
OEt, Ac-TTL-OEt, Ac-TVL-OEt, Ac-SLL-OMe, 
Ac-SLL-OiPr, Ac— TTL— OMe„ Ac-TTL-0iPr o 

c) N^^i— JlTi J C5fc7'J-#: 

Ph-NHCO-SCL N Ph-NHCO-SFL^ Ph-NHCO-SGU 
Ph-NHCO-SHL. Ph-NHCO-SLL, Ph-NHCO-SSL, 
Ph-NHCO-SVL, Ph-NHCO-SYU Ph-NHCO-TGL, 
Ph-NHCO-TLL, Ph-NHCO-TTL, Ph-NHCO-TVL„ 

d) *—Jl<T i J fjJW—Jl/y. CpfciX-rA-# : 
Ph-NHCO-S CL-OE t> Ph-NHCO-SFL-OE t> Ph- 
NHCO-SGL-OE U Ph-NHCO-SHL-OE t, Ph-NHCO 
— SLL — OE t N Ph-NHCO-SSL-OE t. Ph-NHCO-SVL 
-OEt. Ph— NHCO— SYL — OE t > Ph — NHCO — TGL — OE t >. 
P h-NHCO-TLL-OE t, Ph — NHCO — TTL — OE t N Ph- 
NHCO - T V L - O E t > Ph — NHCO — SLL — OMe % Ph-NHCO 
-SLL-OiPr, Ph-NHCO-TTL-OMe, Ph-NHCO- 
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TTL-O i P r e 

(5) t SXA 

a) N5fcT-fe*-;K C5ts7>J-#: • 

Ac-SDAx Ac-SSA. Ac-STA, Ac-SVA, Ac-TEA, 
A c — TMA 0 

Ac— SDA — OE t N Ac-SSA-OEt> Ac-STA-OEU Ac- 
SVA-OEt, Ac-TEA-OEt % Ac-TMA-OE t c 

c) N^7x^;l/7 ^ J Jyjltf—jl^ Cjfc-7V-&: 

Ph-NHCO-SDA, Ph-NHCO-SSA > Ph-NHCO-STA> 
Ph-NHCO-SVA, Ph-NHCO-TEA> Ph-NHCO-TMA„ 

d) N$Z7 ^-JIT I J -h)\,#=.)W C^xzf^* : 
Ph-NHCO-SDA-OE U Ph — NHCO— SSA — OE t N Ph- 
NHCO-STA-OEt, Ph-NHCO-SVA-OE t> Ph-NHCO 
-TEA-OE t % P h — NHCO — TMA — OE t 0 

(6) t SXC 

a) N^THr^;K CMyV-ft: 

Ac-SDC, Ac-SLC N Ac-SMC, Ac-SSC, Ac-STC> 
Ac-SVC. Ac-TDC, A c — T E C N Ac-TGC Q 

b) N5fcy-tr^;K Cfx^f;W: 

Ac-SDC-OEt> Ac-SLC-OEt, Ac-SMC-OEt> A c - 
SSC-OE U Ac-STC-OEU Ac-SVC-OEt. Ac-TDC 
-OEt, Ac-TEC-OEU Ac-TGC-0Et o 

c) N^7*— JUT I J tlJl7ii-JK C3Z7<)-#: 

Ph-NHCO-SDC, Ph-NHCO-SLC N Ph-NHCO-SMC> 
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Ph-NHCO-SSC. Ph-NHCO-STC, Ph-NHCO-SVC. 
Ph-NHCO-TDC, Ph-NHCO-TEC, Ph-NHCO-TGC„ 
d) N*7i-;b7;/'*M'-^ C*iXr;W: 
Ph-NHCO-SDC-OEt, Ph-NHCO-SLC-OE t, Ph- 
NHCO-SMC-OE U Ph— NHCO — SSC — OE t > Ph-NHCO 
-STC-OEt^ Ph— NHCO — SVC -OE t % Ph-NHCO-TDC 
— 0 E t Ph-NHCO-TEC-OE t> P h-NHCO-TGC-OE t 0 

(7) t SXD 

Ac-SPD, Ac-SPD-OEts Ph-NHCO-SPD, Ph- 
NHCO - S P D - O E t o 

(8) t SXE 

A c — TMEx Ac-TME-OEU Ph-NHCO-TME> Ph- 
NHCO-TME-OE t 0 

(9) t SXF 

a) N^T-fc^;K C3fc7';-#: 

Ac-SHF. Ac-SVF. Ac-TCF. Ac-TTF, Ac-TYF C 

b) N^T-bf-^K Cj^xT.fil'* : 

Ac-SHF-OEt, Ac-SVF-OEU Ac-TCF-OEt, Ac- 
TTF — OE t > Ac-TYF-OEto 

c) N^xi^i;*^-^ Cjfc7U— *: 

Ph-NHCO-SHF, Ph-NHCO-SVF> Ph-NHCO-TCF> 
Ph-NHCO-TTF, Ph-NHCO-TYFo 

d) N^y^-JlTi J )W C^x7f;l4: 
Ph-NHCO-SHF-OE U P h-NHCO-S VF-OE t> Ph- 
NHCO -T C F - O E t . Ph-NHCO-TTF-OE t> Ph-NHCO 



WO 97/11091 



PCT/JP96/02697 



-TYF-OE to 
(1 0) t SXG 

Ac-SRG, Ac-TRG, Ac-SRG-OEt> Ac— TRG — OE t N 
Ph-NHCO-SRG, Ph-NHCO-TRG. Ph-NHCO-SRG- 
OEt % P h-NHCO-TRG-OE to 
(1 1) t SXH 

Ac-SFBU Ac-SNH, Ac-SRH> Ac-SFH-OEU Ac- 
SNH-OEt^ Ac-SRH-OEt> Ph-NHCO-SFH^ Ph- 
NHCO-SNH, Ph-NHCO-SRH, Ph-NHCO-SFH-OE t, 
Ph-NHCO-SNH-OEt, Ph-NHCO-SRH-OE t Q 
(12) t SX I 

a) N5fcT-tr?-;K C5fc7U-# : 

Ac-SGK Ac-SMU Ac-SPK Ac-SVK Ac-TDK 
Ac-TKK Ac-TNI, 

b) NMT-bf-JW C^JiXx^Uft: : 

Ac-SGI-OEU Ac-SMI-OEt, Ac-SPI-OEt> Ac- 
SVI-OEU Ac— TD I — OE t N Ac-TKI-OEU Ac-TNI 
-OE to 

c) N3fc7x.—Jl<Ti J CM7 l )-# : 

Ph-NHCO-SGK Ph-NHCO-SMK Ph-NHCO-SPK 
Ph-NHCO-SVU Ph-NHCO-TDU Ph-NHCO-TKK 
Ph-NHCO-TN I 0 

d) N*7iZ;l/7 5 J A, CM^Xf-Jlfr : 
Ph-NHCO-SG I -OE t> Ph— NHCO— SMI — OE t > Ph- 
NHCO-SPI-OEts Ph — NHCO — SV I — OE t N Ph-NHCO 



WO 97/11091 



PCT/JP96/02697 



-TDI-OEt> P h-NHCO-TK I -OE t. Ph-NHCO-TNI 
-0Et o 
(1 3) t SXK 

a) NSfcT-fe*-^ C3fc?y-#: 

Ac-SEK, Ac-SGK, Ac-SPK, Ac-SSK, A c — T E K N 
Ac-TIK> Ac-TSK, A c — T TK 0 

b) N5t€T-b^;K C*xxfJl4: 

Ac-SEK-OEt> Ac-SGK-OEU Ac-SPK-OEt> Ac- 
SSK-OEU Ac-TEK-OEU Ac-TIK-OEt, Ac-TSK 
-OE U Ac-TTK-OE t„ 

c) UM7*.—Jl'7 5. C*7'J-fr: 

Ph-NHCO-SEK, Ph-NHCO-SGK, Ph-NHCO-SPK> 
Ph-NHCO-SSK, Ph-NHCO-TEK, Ph-NHCO-TIK. 
Ph-NHCO-TSK, Ph-NHC0-TTK o 

d) N*7ii;l/7;;*^-K-;k c^xf-JlW: 
Ph-NHCO-SEK-OE U Ph— NHCO — SGK — OE t N P h- 
NHCO-SPK-OEt, Ph-NHCO-S SK-OE U Ph-NHCO 
-TEK-OEt, P h-NHCO-T I K-OE t> Ph-NHCO-TSK 
-OEU Ph-NHCO-TTK-OE to 

(1 4) t SXM 

Ac-TVM, Ac-TVM-OEU Ph-NHCO-TVM^ Ph- 
NHCO-TVM-OE t Q 
(1 5) t SXN 

Ac-SMN. Ac-SNN. Ac-SSN N Ac-SMN-OEt> Ac- 
SNN-OEt, Ac-SSN-OEU Ph-NHCO-SMN> Ph- 
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NHCO-SNN, Ph-NHCO-SSN> Ph-NHCO-SMN-OE t 
Ph-NHCO-SNN-OEt. Ph-NHCO-SSN-OE t Q 
(16) t SXP 

Ac-SSP, Ac-STP> Ac-TRP. Ac-SSP-OEt, Ac- 
STP-OEU Ac-TRP-OEt> Ph-NHCO-SSP. Ph- 
NHCO-STP> Ph-NHCO-TRPs P h -N H C O - S S P -O E t 
Ph-NHCO-STP-OEt, Ph-NHCO-TRP-OEto 
(1 7) t SXQ 

Ac-SDCk Ac-SRQ, Ac-TAQ, Ac-SDQ-OEU Ac- 
SRQ-OEt> Ac— TAQ — OE t N Ph-NHCO-SDQ, Ph- 
NHCO — SRQn Ph-NHCO-TAQ> P h -NH C O - S D Q - O E t 
Ph-NHCO-SRQ-OEUPh-NHCO-TAQ-OEt 0 
(1 8) t SXR 

A c — T A R> A c — T D R N Ac— TAR — OE t > A c — TDR — OE t >. 
Ph-NHCO-TAR> P h — NHCO — TDR N Ph-NHCO-TAR- 
OEt N P h-NHCO-TDR-OE to 
(19) t SXS 

a) NjfcT-bf^k C*7'J-#: 

Ac-SCS N Ac-SQS, Ac-SSS N A c — T Q S N Ac-TSS c 

b) N^T-bf-^K C^xxf;^ : 

Ac-SCS-OEU Ac-SQS-OEt, Ac-SSS-OEU Ac- 
TQS-OEts Ac-TSS-OEto 

c) N*7i^7U*^-JK C*7y-{*: 

Ph-NHCO-SCS x Ph-NHCO-SQS> Ph-NHCO-SSS. 
Ph-NHCO-TQS. Ph-NHCO-TSSo 
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d) N5fc7i— JIT i J C^7s7-)IW : 

Ph-NHCO-SCS-OEt, Ph-NHCO-SQS-OE t, Ph- 
NHCO - S S S - O E t N Ph-NHCO-TQS-OE t> Ph-NHCO 
-TS S-OE to 
(2 0) t SXT 

Ac-TDT, Ac-TDT-OEU P h-NHCO-TDT, Ph- 
NHCO-TDT-OE t c 
(2 1) t SXW 

Ac-TAW N Ac-TAW-OEt. Ph-NHCO-TAW, Ph- 
NHCO - T AW- O E t o 
(2 2) t SXY 

A c — S RY% A c — T L Yx Ac-SRY-OEt> Ac-TLY-OEU 
Ph-NHCO-SRY, Ph-NHCO-TLY, Ph-NHCO-SRY- 
OEt, P h-NHCO-TLY-OE t 0 

&3LL^*&*M<Dlt&®t IX\L Ac-SLV, Ac-SFV> Ac- 
SIV % Ac-SRV N Ac-SVV, Ac-TLV^ Ac-SLU Ac- 
TTU Ac-SLV-OMe, Ac-SFV-OMe, Ac-SIV-OMe 
Ac-SRV-OMe> Ac-SVV-OMe> Ac-TLV-OMe, Ac- 
SLL-OMe> Ac-TTL-OMe, Ac-SLV-OEU Ac-SFV 
-OEt> Ac-SIV-OEts Ac-SRV-OEt, Ac-SVV- 
OEt> Ac-TLV-OEU Ac — SLL — OE t N Ac-TTL-OEt 
Ph-NHCO-SLV, Ph-NHCO-SFV, Ph-NHCO-SIV> 
Ph-NHCO-SRV > Ph-NHCO-SVV^ Ph-NHCO-TLV s 
Ph-NHCO-SLL, Ph-NHCO-TTU Ph-NHCO-SLV^- 
OMe N Ph-NHCO-SFV-OMe. Ph— NHCO — S IV — OMe % 
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Ph-NHCO-SRV-OMe^ Ph— NHCO — SVV — OMe N P h - 
NHCO-TLV-OMe, Ph-NHCO-SLL-OMe, Ph-NHCO 
— TTL — OMe N Ph-NHCO-SLV-OE Ph-NHCO-SFV 
-OEt, Ph-NHCO-S I V-OE Ph — NHCO — SRV — OE t N 
Ph-NHCO-S VV-OE t. P h-NHCO-TLV-OE t, Ph- 
NHCO - S L L - O E t N Ph— NHCO — TTL — OE t > Cyh- 
NHCO-SLV^ Cyh-NHCO-SFV, C y h-NHCO-S I V, 
Cyh-NHCO-SRV, Cyh — NHCO-SVV> Cyh-NHCO- 
TLV, Cyh— NHCO — SLL N C y h-NHCO-TTU Cyh- 
NHCO-SLV-OMe, Cyh — NHCO— SFV — OMe N Cyh- 
NHCO-SIV-OMe, Cyh — NHCO— SRV— OMe N Cyh- 
NHCO-SVV-OMe, Cyh — NHCO — TLV — OMe N Cyh- 
NHCO- S L L-OMe, Cyh — NHCO - TTL — OMe N Cyh- 
NHCO- S L V-OE U Cyh — NHCO — SFV — OE t N Cyh- 
NHCO-SIV-OEt, Cy h - N H C O - S R V- O E U Cyh- 
NHCO-SVV-OE t> Cy h-NHCO-TLV-OE ts Cyh- 
NHCO— SLL — OE t> Cy h-NHCO-TTL-OE t, Ph-CO- 
SLV, P h-CO-S LV-OMe, Ph — CO — SLV — OE t N Cyh- 
CO-SLV. C y h-CO-S LV-OMe, C y h - C O - S L V - O E t 

fits ±IE<b^©IBS^^{wfc^Ts Ac-^ Ph-CO- N Cyh-CO 
~> P h— NHCO— > fcitfCy h - N H C O -liNJfcjft© LTfc 

-fio -ttz^ O M e N -OE t fcitf-O i P r ti^ft^'tlC^©*;^* 
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tlt^SCi^tSc &?<J*©-0- (CH 2 NH) -li7J Ktt*©** 
^^S*<S5c:$nTl^C<»:«i*LTfe0. - (NMe) Xli7i;S©7; 

(D) XOlEfeSLTV^o 

Xi&feW OSS) . n&ga&£©&afgJ . S&l 4^. RJIWJS ; fFMffclfe. t¥8S£ 
BK^IS^Ife. 5 2*£. 3 4 7^-^ 1 9 9 4¥ ; **<^t;U Gregory A. 
Grant QH) % TSynthetic Peptides : A User' s Guide _K I. H. Freeman 
and Company th, Wm±.X^^titz^-fi- Ktt. ift 

{iS&I^V^ 7^^? W*>Z^^-MS, FAB-MS, FD- 
MS) . HPLC. tt'otfK: ! H-NMR (5 0 0MHz) X'*? h^-fiTo*:,, 
N3fcSgCD<gtfc{*©9*.> T-b^WttiDMF (5?>fWA7; K) 4\ & 
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tW»C*<»5c*nfcCi*4#«t"i-aft^«I^ rJ. Med. Chem. J, 
2 8£. 1 8 7 4K CI 9 8 5#) *>S^<± r4$H¥5-2 7 1 2 7 3-*J 

SflJ«S«©5&tt (O r g. Syn. , 6 7^, 6 9K. 1 9 8 8^) T-iSS}L^ 
•5ttW8S©*S£. &sv^*7K®Hb7>*-*A©&S*T% &ffiSS£^t;*§£ 

w©-CMrt&i*» esse. «sk. JHfc**nu iiM^7 7 i 
m. »%gg©jbj^©ffl^ 
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£ttoT^*«©fcfc©EiK£LT : frJrc*So Hr 
-c* 5 *ttfrf -5 #se"jj©{t£«o*i»rt *©?&*£** tt s ffl&o*:* 

©SiJfPffl©g«{C*5^5ffl^©^«)Jwll^^ta^-t-* 

L-8Ut^-f*5l^ *TfS-r^*:^©T'b^^11ttK!fii5 , J 

fcfc* U c©ig^3tt«-r 5*f6?a©'ft^«aT?^K^* Siftffi©fflS©«{iC n& 
©k©icpg^£tis t>©-etttti^o 

Fas, VIP Hr"/^-©flfeK«lcKBILTV^5 t SXX^f-7*tt5 
SBSa^U-fe rf9 — t LT> transforming growth factor beta receptor III. 
insulin-like growth factor I receptor, growth hormone-releasing hormone 
receptor, somatostatin recptor 4. CTLA-4 counter-receptor B7-2. prolactin 
receptor long form, nerve growth factor receptor homolog, TGF-beta type 
II receptor, platelet-derived growth factor receptor beta .somatostatin 
receptor I . somatostatin receptor SSTB3. folate receptor type gamma, 
parathyroid hormone related peptide receptor, fibroblast growth factor 



WO 97/11091 



4 4 



PCT/JP96/02697 



receptor 1 .epidermal growth factor receptor HER4, nerve growth factor 
receptor *>3^l± transforming protein mas^r&tf Z> C £fi<~C£ So C*l£>© 

LT> Fas, luteinizing hormone-choriogonadotropin receptror l,T-cell 
surface glycoprotein CD2, CTLA-4 counter-receptor B7-2. interleukin-5 
receptor, G protein-coupled receptor BLR, leukocyte surface glycoprotein 
CD16, vasoactive intestinal peptide receptor, antigen CD97,'cell adhesion 
receptor CD36, IgG Fc receptor Ila, bradykinin B2 receptor&SOte 
histamine H2 receptor &&tf £ Z tt><T*% £ G Ztlk><D \s*zr*-\zttfcth 

-iLT> fibronectin receptor alpha chain, insulin- like growth factor I 
receptor, antigen CD97, cell adhesion receptor CD36, G-CSF receptor D7 
^{iu-plasminogen activator receptor form 2 ^fctf -5 C. t^T^So Z.ti<b 

col/*?* -izttfo-tz*5&M®<t&fa> fe±cf*ne>©*^wicss[*ti** 

I L-8 Hr-T^-©ffcK!faEJcBBaiLT^S t S X X**— 7**rr afflia 
lUt^^-iL^ transforming growth factor beta receptor III. 
prostaglandin E receptor subtype EP3C, prostanoid IP receptor, 
prostaglandin E receptor subtype EP1, G protein-coupled receptor BLR, 
nerve growth factor receptor homolog, TGF-beta typr II receptor, ceil 
surface glycoprotein CDllc, secretory phospholipase A2 receptor 
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bradykinin B2 receptor £>£Utehistamine H2 receptor 3r&t;f 5 CI 

transforming growth factor beta receptor III, natriuretic peptide 
receptor C, prostaglandin E receptor subtype EP3C, prostanoid IP receptor, 
cannabinoid receptor CB2, natriuretic peptide receptor A . adrenergic 
receptor alpha 1A, vasoactive intestinal peptide receptor, TGF-beta type 
II receptor, cell adhesion receptor CD36, nicotinic acetylcholine receptor 
beta-2 chain, platelet-derived growth factor receptor beta, beta-- 
adrenergic receptor, endothel in receptor A subtype, glucagon- like peptide- 
1 receptor, endothel in receptor B, antidiuretic hormone receptor, beta-1- 
adrenergic receoptor, serotonin receptor 5HT-2, serotonin receptor 5HT-1C, 
serotonin 5-HT2B receptor protein. £>5^l±alpha-2B-adrenergic receptor 

glutamate receptor 6 kainate-pref erring receptor .oxytocin receptor, 
insulin-like growth factor I receptor, protein- tyrosine kinase sky, 
somatostatin receptor 4. somatostatin receptor I, somatostatin receptor 
SSTR3, glutamate receptor GluRl, metabotropic glutamate receptor 5 B. 
metabotropic glutamate 5 A, G protein-coupled receptor GPR1, muscarinic 
acetylcholine receptor M3. thyropin-re leasing hormone receptor, nerve 
growth factor receptor low affinity, VIP receptor, serotonin receptor 5HT- 
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2. serotonin receptor 5HT-1C. NMDA receptor chain 1. NMDA receptor 
modulatory chain hNR2A. corticotropin-releasing hormone receptor. * * ^ ti 
melanocortin receptor 4 Z» d ti3<~Z% £o Cftt*© b-tr^^-J-^-t" 

■WSJSLKB8JiLT^* t SXXtf- 7**ffsaUBKl/-b^-itT^ 
calcitonin receptor, parathyroid hormone related peptide receptor* 5 I. Mi 
insulin- like growth factor I receptor S C t*<T?# £ c Cft£©H? 

»gU&rfeS^Jt LT©S25imj£ i & ; &it&U#So 
*»^©<b-&«Bl*. *i?US> $F£L<tit MwJtLT. «ttl?. &S^li> $f 

9ttjwt*i*>fraKjei:TaainL»*o a^-fe'H&w©*^'-*** 

<hLT?tti> ^h$*n3 2/*»tt£jW8^»*o *ffiH»tt©»£l-tt* ® 
ftfiic^^iimffl ^ 6 *IT^ « JWkffl * * ^ liB&ftJBtOI iEA**ntfJ:^. 

t-^s 0 mnn. w&n. ^yisx^nmmmimLTit^ ettB&#©«grs 
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4 7 

:oi^«teiLTI^ *»W©T , fc£«9i#»^ pH7. 4©£g 

©*ifc*»BfWtt£»— Jg (bolus)ffll#icJ;»j % Jfe^OjKrtrtOIfliairt^At - 
£ C <h -5 «, 

1^5 fc h ©.M-ULtfcW S£LT. iaSfc!3, iftO. 0 0 lmg/kg (t h©# 
S) *»&»2 Omg/kggflt. if* L< iU lBSfct), 0. 0 0 5mg/kg^t>**j 

*f§fl8©<b£^£ffl^T&^©fc£;Ltf||JS#J 39~44fc<fctf84~85^ 

&w & a^«fc -5 (c. SBfiaig nr -© C5SJsg©a^»*f-r * ci^So 
c©<t^ 3fflsaBlb•^ry^-/)^*^LT^saafla^ > s^ ( ^^i*a^{cs^-fe^ , ^-© 

> Ki^BJ©^^ «itfPh-NHCO-SLV-OE t £«ftHU £ 
MaiCT* h-S'XSrSiSrei&lUiF a s ©R C RH^<->^;U©«]$iJ{wfilH,> 
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mhJt(DV I Pi*»ft^ «itfPh-NHCO-SLV-OE t i£ 

#fflu v i p©->^^;^wij$tmi^ vi p u-by*-cDRCRfsigw<-> 

^f-;UCD^3Hcffi^TV^Ci*<B3t.^<i:^-So ftblCU-b^^-i: LT/3 2 -T 
? U-b^^-i I L — 8 H?"7*-©*£*0!l£ LT^Lfc^ ivf 
ft©*§£r<»: &*mJi<D{t&®T'l'*zffi -© C*SSfii«A<->y^-;ue»fcBB%.L 

*fe«ratt»uaK u-b 7* -© cjtiist * (Disuse t ois^*e*-*-5 etc 

mx.lt. W&<0£o\z^ l/t^-i<Fas-e*5iS^ FasiPTP- 

iaii5l-SC<h35<T-#io iot> F a s ^5»cD->^7U*C©«k -5 icaW"^*^" 
ft««©*&«l-a]El?i5o F a s i/^^©SKf«aB^fe£a^JSl©lSH 

Ktt -SCt *<SEH^ £ tlTfc 9 (Nagata. S. and P. Golstein(1995). "The Fas 
death factor\Science(Iash. DC). 267: 1449-1456) , .fcoTs ±IE©:£&li&& 
• 7 l/;u^-R*©?&«ft i tt 0 9 -So tt£©H*fcH L-ni8b£«D£fl&fl| 3 1 > 
3 8> 3 9> 4 0. 8 4tc^J;oC F a s © C^iS^-/?- K S L V©f|>*# 
£ffl^<5 C t*<Tg5^ C*ilc|©S£ti<5 &©T-fitti.\, 
tfz, V*z-?j?-i)<V I P l/t^-T»*5S^ HJ6PJ4 lfc«ktf 4 4^£ 
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&©^£jfi]W-£c vi p u-fe^-a^ov/^^^KHs^* 
^j*ttW«<z)?&*jciai5i?*So -e©i£> *s^©H*iwiiv i put^-oc 

T-» Hr^-^jS 2 -7KU7-y-^Hr^-i>J:^I 

ti£. £*lt>£. *l^3£T?*S*ti&©C5lsS!8B^aifitO»^*E*-r«ili: 

n i <w 

L--tr'J;U-L-a^->;U-L-'<'J > (SLV) ©183!? 

Fmo c -L-'<'J >©ol^jtWa n g (4 0 Omg^ 0. 2 5 'J ^r./l4§ 

^) &&§&ffi'fttLT, Fmo eg (?;M-u.=. ;k>« 
£J&#SLfc&. Fmoc-L-D^» (0. 5MM) <t©*7 <y "T 'J 
JEfcENl-hW^fco Fmo c£©l£ftS(*2 0 % 'J v>> (DMF^fiB * 
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ffl<<\ >^SJtttD I C (^vyDb';^;Uf^ * K) U$>V\z 

HBTu (O-'OV h 'J7'/-;b- 1 -< (Jl>- N, N. N* , N* -Th?/ 

-<'>>ON**S©Fmo cg*f^aicJ!fc#SL*:SU Fmo c-O- t -7** 
-L— fe'J >£<Dt)yZf>) >^R««r^«Kffofc 0 Bffi±^fiR$*lfc^rf- K 
li> N**OFmo c**R€HILA:lft N TP A (hU^^oS^g?) T'^S-T 

«0«L*^ofc o »e>tlfc^rf-Ktt1(!rjilc^oT««!!U 32. ling©L- 
•fe'J;l/-L-a-f->;U-L— '<'J > (SLV) *»fc 0 
FAB-MS (m/z) : 3 1 8 (MH + ) „ 

*H — NMR (<K CD 3 OD) : 0. 95 (12H. m) N 1. 66 (3H. 
m) „ 2. 1 6 (1 H, m) „ 3. 8 5 (1H. m) . 3. 9 4 (2H. m) N 
4. 27 (1H, d. J=6. IHzK 4. 52 (1H. d d, J=9. 8, 
4. 9 Hz), o 

N-T-bf-^-L— b'J;U-L-o>fS/;U-L-/<U > (Ac -SLV) OH 

nmmi tmmizviBi n g o omg) ^ffl^HSi-e^Lfc^f- k 

ON^|cffiIf5FmocMtX>J 5* >-CK«S LfcflU 3 0 %&7kf£S? 

ff<-\ 3. 7mg<DN -T-tef-JU- L — fe 'J ;U-L - n^f ->;U- L (A c 
-SLV) 

FAB-MS (m/z) : 3 6 0 (MH + ) 0 

! H-NMR (5. CD 3 OD) : 0. 95 (12H. m) \ 1. 65 (3H, 
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m) N 1. 9 9 (3 H, s) ^2. 15 (1 H, m) N .3. 7 6 (2H. m) . 
4. 29 (1H. d, J=6. 1Hz), 4. 44 ( 1 H. t. J=6. 1Hz) 
s 4. 48 (1H. dd. J=4. 9. 10. 4Hz) D 

N-sOVJ Jls-L--b*) Jl-L-vf i/Jl-L-'<<) > (Ph-CO-SL 

v) <Dvm 

«0U £|S|*lcWa ngl/i?> (4 0 Omg) £ffl^@*§±T-£j£L7t^7f- 
F © N JtaSKifflKf «Fmoci*WJ 9 J >X'ISt&m L 3cMll«ffl V » 
TRKKO^y^U £ ZtzTF A-C'&mi-ZZ.tK&t)^ 3 2. 

2mgON-'<>-/-<;l/-L--fe'J-'L'-L-a-r->;U-L->'<'J > (Ph-CO- 
SL V) *»fc 0 

F A B -M S (m/ z ) : 4 2 2 (MH + ) 0 

*H — NMR (S s CD 3 OD) : 0. 9 5 ( 1 2 H, m) x 1. 6 5 (2 H, 
m) N 1. 7 5 (1H, m) , 2. 16 C 1 H, m) „ 3. 9 0 (2H, m) % 
4. 29 (1H, d, J=5. 5Hz), 4. 52 (1H, d d. J = 4. 9, 
9. 8HO> 4. 6 8 (1 H, t. J =6. 1 Hz) . 7. 4 6 (2H, m) , 
7. 53 (1H, m) „ 7. 87 (2H, d, J=7. 3Hz)„ 

N-->? v\lri/Jl>jjJl#—Jl-L--te 'J;U-L-P-f i/JU-L-'< 1 ) > 
(Cyh-CO-SLV) cpggSii 

HJfe^J 3 ©£.&#&©fU> 0 Jw * a v/;U* ;U** >M&m l 'TXffiM 3 <!: 
l=I«lw* -y^'J >^RJ6*?t TFA^ftl\ 2 6. 4mgON-v/^ 
v\Jr i/JbtiJltf—Jl- L --fe U Jl— L -n>f L — '<»J > (Cyh-CO 

-SLV) *»fc 0 

FAB-MS (m/z) : 4 2 8 (MH + ) e 
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H — NMR (<K CD 3 OD) : 0. 94 (12H, m) > 1. 28 (3H, 
m) . 1. 4 1 (2H, m) . 1. 6 6 (4H, m) 1. 7 8 (4H. m) . 
2. 15 (1H, m) . 2. 2 4 (1 H, m) > 3. 7 3 (2H, m) , 
4. 29 (1H, d. J=5. 5Hz) , 4. 44 (2H. m) 0 

(Ph-NHCO-SLV) (Pmm. 

iiLtt> tf AxMm±<»ifo&mtisv>frh><Dy}ioML&m\ 51. 2 

mgCDN-7i- )VT I J ftJlttf— ;U-L--fe U L — o ->;U- L — '<U > 
(Ph-NHCO-SLV) ^fc 0 
FAB-MS (m/z) :4 3 7 (MH + ) „ 

^H — NMR (<5 N CDg OD) : 0. 95 (12H. m) N 1. 69 (3H, 
m) N 2. 17 (1H, m) , 3. 7 4 (1H, d d, J = l 0. 4, 
6. 1Hz), 3. 86 (1H. dd, 1 = 10. 4. 4. 9Hz), 4. 29 

(1H, d. J=5. 5Hz) s 4. 40 (1H. d d, J=6. 1. 
4. 9Hz) s 4. 50 (1H, dd, J =9. 8. 4. 9 H z) N 6. 97 

(1H, m), 7. 24 ( 2 H, m) N 7. 3 5 (2H, d, J =8. 5 Hz) 0 
fgfl5ffl]6 

N-->? a^de-i/frT S J ;b-L--fe ') ;U-L -o-f '>Jl/-L-'<U 

> (Cy h-NHCO-SLV) (PlgSj 



^0 97/lW 91 



53 



f a A3 CMH + ) ° ^ - 17 C3H. 

3. ee cm.- 0 ' ■ 48 aB>- 

4 29 C2H. • 



^ — . ^jq. \) y^zjz 

^~t*±2^ " , 

<< ; " 1 " 1 " -37 3 CM >• 1. Se 

FD . WS C ro /^ ;0 . 92 CX «• aH , 

— oB °;. ,»•>.•• 

(1H. 4 - 3 . jBi) • 

6. 77C1H. *. >' • 
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N - 7 3.—JIT I J t) )\/#—)l>- L — b 'J A*- L - p ± i/JU- L 'J W f- 
^xxf^k (Ph-NHCO-SLV-OMe) g>gg& 

I^Sfe^J 5 N - 7 ;UT i y *;U?i?— ;l>- L — fe U L - o << i/Jl- 

L-a'U> (Ph-NHCO-SLV) 15. 3 mgSr^PJ 7 tmftK. 9T W 
^>T*1U 8. 2«ON - 7 *iA7 ; /' - L - 1 'J A - L - d 

«f S/;l/-L-'*U fJl/X7f^ (Ph-NHCO-SLV-OMe) *»fc 0 

FAB-MS (m/z) : 4 51 (MH + ) 0 

^H-NMR (5x CDC1 3 ) :0. 90 (12 H, m) . 1. 69 (3H, 
m) . 2. 1 4 (1H. m) . 3. 6 5 (1H, m) . 3. 7 2 (3H, s) > 
4. 02 (1H, dd, J=7. 3. 3. lHz)^ 4. 54 (3H. m) > 
6. 15 (1H, d. J=7. 3Hz), 7. 04 (1H, t. J=7. 3Hz) 
. 7. 20 (2H. t, J = 7. 9Hz). 7. 30 (2H, 
overlapped) o 

N-*>? a-^^-i/jVT i J fiJ^X— Jl- L — b U ;l/-L-o^ •>;!/- L-'< 'J 
>^fA>xzf;l/ (Cyh-NHCO-SLV-OMe) <Ptg£{ 

HIP] 6 Trit^N - n^s* i/JlT i J tultf-fr- L — -b D )V— L — O'f 
5/.rt,-L-/<U > (Cy h-NHCO-SLV) 1 5mg^mMm 7 i?7 
W >-eMSU 4. 8«8©N-2/^o^*2/^7 5 y *^#iJU-L— bU 
;l/ _ L _ a ^ * / ^_l_,<ij >^f;l/X7f/l/ (Cyh-NHCO-SLV- 
OMe) 

FD-MS (m/z) :4 5 7 (MH + ) „ 

^H-NMR (5. CDCl g ) :0. 91 (12 H. m) , 1. 12 (3H. 
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m) s 1. 3 4 (2H, m) . 1. 5-1. 7 (6H) . 1. 9 0 (2H, m) . 
2. 15 (1H. m), 3. 5 1 (1H. mK 3. 6 3 (1H, d d, J = 
11. 0, 6. 1Hz) N 3. 73 (3 H. s) . 4. 01 (1H, dd, J = 
11. 0, 3. 7Hz)s 4. 4 4 (2 H, mK 4. 5 3 (1H, dd, J = 

8. 9. 5. 2Hz), 5. 55 (1H, b r) N 7. 05 (1H. d, J = 

9. lHz) 0 

mmmi o 

N — [4-^f-^U-2 (S) - (N-7-tef-^-L— b UAQ T i J -O V 
-\-4)V\ - L 'J W J-Jlx-X-r-Jl (Ac-SL-0- (CH 2 NH) - 
V-OMe) comM 

N-T-b^^U-O- t -7<f-Jl-L-*z<) > (2 1 Omg) tN- [4-^f-^ 
-2 (S) -7?;-'^h-l-a] -L-^'U^^f^xxr^ (3 4 0 
mg) (1. 0ml) KjgJBLfcSU 1 - t Ko* h U 77 

-A" 1 TKfO^J (14 0mg) t : Ji/t u^yjliJJ^'J^ i K (2 1 Omg) £ 
T&Jta U R«tt*Sffl-e 1 7 BSSHKif L fco ^^mMX'mi: L tz'&, i/ 'J 77 
4*;U*av h/ 7 7^ -TfSUSU 18 1fl)g©N- [4 2 (S) - 

(N-7Hr^-7U-0- t -^ , 5 L -'l/-L--te'J;l/) 7 5 ^ -<^> h - 1 -4 - 

$ & {c±§H£j£#j 181mg£95%TFA »»re 8 B$Mftgi L tSSSfflS 
S^DTh/77>f-fiSlU 6 9mg6DN- [4-/^;U-2 (S) - (N- 

7-te^-;u-L--feU7U) 75y-^> h-l — OH -L-^g>^f;bxxf 

(Ac-SL-0- (C H 2 NH) -V-OMe) *'&tz<> 
FD-MS (m/z) : 3 6 0 (MH + ) „ 

^H-NMR (<5\ CDClg) : 0. 91 (12 H. m) N 1. 28 (lH, 
m) N 1 . 3 7 ( 1 H. m) N 1 . 6 1 ( 1 H. m) . 1 . 9 5 ( 1 H. m) . 
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2. 02 (3H, s) . 2. 37 (1H, d d, J = ll. 6. 7. 9Hz), 

2. 67 (1H, dd, J = ll. 6, 4. 3Hz), 2. 81 (1H, b r) , 

3. 01 (1H, d, J=5. 5Hz), 3. 54 (1H, d d, J = ll. 6, 
7. 3Hz) . 3. 72 (3H. s) , 3. 94 (1H. d d. J-ll. 6, 

4. 3Hz), 4. 10 (1H, m), 4. 48 (1H, m) > 6. 5 0 (1H, 
d, J=9. 2). 6. 63 (1H. d. J-6. 7Hz) c 

mmn 1 

N- \j4-/f-Jl-2 (S) - (N-74r^;t/-L--tr'J;lQ T i J -O h 
-l-'fAO — L *) > (Ac — SL — 0— (CH 2 N H) -V) ©ISSi 
lOmgCDN- [4-/^^-2 (S) - (N -T-t?f-;b- L --t? 'J ;U) Ti 

J -o h- - 1 --r;H -L-^'j>^fji/xxf;^i. 0mi©^^y->»b 
K»»Lfc8U 4MO*iMky^'>A7K*»[ (0. 5ml) fcgSj&nU 7Vl/=/ 
>5?fflm~r\ M-e 1 2B*fi8«#Lfco R«3fc*+fGL*:lfcs -<;f>£&?u-7 

h^77-f-i:<k^TlWtt5N- [4->^;U-2 (S) - (N-T-b^U 
-L~ trU;U) 7 $ y h- 1 -4)V\ -L-'<U> (Ac-SL-ii- 

(CH 2 NH) -V) £5. 4mg*§*:o 
FD-MS (m/z) : 346 (MH + ) „ 

^H-NMR (<5. CD 3 OD) : 0. 92 (3H, d. J = 6. 7Hz) N 
0. 95 (3H, d. J=6. 7Hz) N 1. 04 (3H, d. J=6. 7Hz) 
. 1. 10 (3H. d, J=6. 7Hz) N 1. 33 (1H, m) s 1. 54 
(1H, m) . 1. 7 0 (1H, m) , 2. 0 1 (3H, sK 2. 2 2 (1H, 
m) N 2. 9 5 (1 H, br dd, J = 12. 8, 9. 8 H z) N 3. 20 
(1H, br d. J = 1 2. 8Hz)s 3. 38 (1H, br), 3. 75 
(1H, dd, J = 10. 4. 5. 5Hz). 3. 82 (1H, d d. J = 
10. 4. 4. 8 Hz) N 4. 2 7 (1H, m) > 4. 3 2 (1 H, m) 0 
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N _ 7 -fc^ ;b - D -.fc ij ji-i-gj ->;U-L-^<U > (Ac- (D) SLV) 
PUSH 

fSJfcW 1 <D F m o c-O- t -7f-;U-L — feU >Oftt>t)l^ Fmo c-0 
_ t --Tf-JV-D— fe'J >£fflV\ Wangl/y> (4 00mg) ±T^-/f- K 
*^J5RLfc«. ««2£HacM»«.£ "CI 5. 4ragON-7t 
f.;U_D— tr'J;l/-L-o^->;U-L-^*U > (Ac - (D) SLV) 

FAB-MS (m/z) :360 (MH + ) 0 

^H-NMR (5. CD 3 OD) : 0. 9 5 ( 1 2 H, m) „ 1. 62 (2H, 
m) x 1. 6 8 (1H, m) > 2. 0 0 (3H. s)\ 2. 1 6 (1H, m) „ 
3. 7 6 (2H, m), 4. 2 9 C1H. d. J =5. 5 Hz) . 4. 4 0 
(1H, t, J-5. 5Hz). 4. 47 (1H. d d. J-9. 2, 
5. 5Hz) o 

mmmi 3 

N-y-bf-;|/-N->f-^-L— b'JJU-L-PW'>^-L-^U > (A c - 

(NMe) slv) coast 

HJte^JlCDFmo c-0 - t -r^U-L— fe U >©ftt>*)^ Fmo c-N 
_y f.;u_o-'<>^Jl/-L— b »J >&JBlVt WangL/->"> (400m g) ± 
-e^^f- K*^*Lte«k^ |Qfi«2tPI»lw«HS-5 w *-il-«k^T9 0. 7mg 
cDN-T-fe^ L ^-N-^f-Jb-0-'0^^-L--fe »J;U-L-n-T i/;l/-L- 

^iitU 7k*»HSlT2. 5^«^L^o fcMi*i*iilcioTl»^fc». 
jttt*«B"j-*CilcJ:oTBtti^*N-7Hrf--rt'-N-y^-L— feu* 
-L-o-f i/;U-L-'<y > (Ac- (NMe) SLV) £0. 6 8mg'#fc. 
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FAB-MS (m/z) : 3 7 4 (MH + ) „ 
^H-NMR (5, CDgOD) :0. 95 (12 H. m)> 1. 63 (3H. 
mK 2. 15 (3H. s) > 2. 18 (1H, m), 2. 65 (3H, s)> 

3. 8 8 (1 H, m) ^ 3. 9 7 (1H, m) > 4. 2 7 (1 H, m) N 

4. 45 (1H, m), 4. 6 0 (1H, m) . 

mami 4 

N-T-tr^-^-L --tr U;U-L-y;U» Z)l-L-'<<) y (Ac-SEV) <D 

mm. 

HJfe^JlOFmo c -L-o-T vOOftfr&l^ Fmo c -L-^U^ i >g? 
*JBl.\ Wangl/y> (4 0 0mg) ±T-<^ K*6fi*LfcSU £ffi0!!2 £ 
(Hj^lcftiat-^C ifCi-oTS 5. lmg©N-T-fe^;U-L--tr 'JJU-L-:/ 
)V9 % )V—h 'J > (A c - S E V) £^fco 

FAB-MS (m/z) : 3 7 6 (MH + ) 0 

*H — NMR (5. CD 3 OD) : 0. 97 (6H, m) . 1. 93 (1H, 
m) N 2. 0 1 (3H, s) . 2. 16 (2H. m) „ 2. 4 3 (2H. m) N 

3. 74 (1H, dd, J-ll. 0. 5. 5Hz), 3. 80 (1H, d d. 
1 = 11. 0, 5. 5Hz) . 4. 2 9 (1H. d. J = 5. 5Hz) N 

4. 42 (1H, t, J=5. 5HzK 4. 49 (1H. dd, J=8. 1. 
4. 4Hz) o 

HfiSftU 5 

N-T-fr^b-L — fe'J;U-L-'J i?)l-L-'<V > (Ac-SKV) ©t%£j 
HSfe#!l©Fmo c-L-o-f -> XDftfr t) Fmoc-L-'J 
WangUv>'> (4 0 0mg) ±T-^7^ LfcgU HJS^J 2 £ 
It5C(!:i:J;ot6 3. 6 mgON-7-fef A- L — fe U ;U— L — U v>;U-L 
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-'<'J> (Ac-SKV) *»fc 0 
FAB-MS (m/z) : 3 7 5 (MH + ) 0 
^H-NMR (d. CD 3 OD) : 0. 9 6 (6H, b r d, J = 
6. 7Hz). 1. 49 (2H, m) , 1. 68 (3H. m) . 1. 93 (1H. 
m). 2. 00 (3H. s). 2. 17 (1H. m) N 2. 92 (2H, br 
t. J=7Hz), 3. 77 (2H, m) N 4. 30 (1H. br d, J = 
6Hz) N 4. 36 (1H, br t, J=7Hz) > 4. 49 (1H, br 
dd, J =9, 5Hz) o 

mmmi 6 

N-74rf-;U-L--tr'J;b-L-7 J i— ;UT^— ;U-L-/<'J > (Ac-SF 
V) PUSS!! 

^WJlOFrao c -L-n-Y ><DRt>9 {C N Fmo c — L — 7x^^77 
-y&m^K Wangbi>-> (4 0 0mg) ±7?^^ K££j£L*:SU 2life0>J 
2 <h|q]SI{ctoS1--SCi{c«i;oT4 3. 3m g<DN -T-te+Jl- L — b 0 Jl- L 
-7x^77-^-L-^*'J > (Ac-SFV) &mtz 0 

FAB-MS (m/z) : 3 9 4 (MH + ) 0 

^H-NMR (d. CD 3 OD) : 0. 95 (6H, m) , 1. 96 (3H. 
m) N 2. 14 (1 H, m) , 2. 9 3 (1 H, m) > 3. 19 (1 H, m) . 
3. 6 8 (2H, d, J =6. 1Hz) . 4. 2 8 (1H, m) N 4. 3 9 
( 1 H, m) . 4 . 7 1 ( 1 H. m) , 7 . 2 4 ( 5 H, m) 0 

N-7-t??-;l/-L--fr 'J^-L-^T Vo^T ->;b-L-/<'J > (A c - S 1 V) 

l©Fmoc-L-D-f-> >(Dft^> t) tc^ Fmoc-L-^Vo^->> 
Wangl/v?> (4 00mg) ±T^^^ K££rJ&L*:gU ^JS^J2i 
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mWzt&mtZ C tlCcfcoT 1 0. 9mg©N-T-tr5 L ;l/-L--bU^-L-'i' 
VD'f ->^- L -/< 'J > (A c - S I V) £»fc 0 
FAB-MS (m/z) : 3 6 0 (MH + ) 0 

! H-NMR (5. CD 3 OD) : 0. 95 (12H. m) „ 1. 19 (1H, 
m) N 1. 5 4 (1 H, m) N 1. 8 9 (1 H. m) N 2. 0 0 (3H. s) N 
2. 15 (1H, m) > 3. 7 4 (2H, m) s 4. 29 (1H, d, J = 
6. IHzK 4. 34 (1H, d, J=7. 3Hz), 4. 47 (1H, m) 0 

mm is 

N-T-t??-;l/-L--fe 'J;l/-L-^<D;l/-L-;<U > (Ac-SVV) CDjgSj 
^IWlOFmo c - L - a ^ -> ><Dftt> Fmo c-L-/<'J >£J8<,\ 

Wangl/^ (4 0 0mg) ±Tf<^K*^LfcSfe> HSS0IJ2 £fttift£& 
3t"£C<h{c«k-oT3 9. 0m g©N-T-trf-;U-L--te >J ;U- L 'J ;U- L 
> (Ac-SVV) ^m^o 
FAB-MS (m/z) : 3 4 6 (MH + ) 0 

1 H-NMR (6\ CD 3 OD) : 0. 97 (12H. m) N 2. 01 (3H, 
s) ^ 2. 14 (2H, m) N 3. 74 (1H, d d, J=ll. 0, 6. 1H 
z) . 3. 76 (1H, dd, J = ll. 0. 5. 5Hz). 4. 30 (2H, 
m) N 4. 48 (1H. t, J=6. lHz) 0 

mmmi 9 

N-7-bf-;U-L -Xb^- — fr-h-cU is)\,-L-'<i) > (Ac-TLV) 
g>Hjgi{ 

^Sfe^J 1 © F m o c-O- t -7^JU- L --fe 'J XDftfrS ICs Fmo c-0 
- t -7f;b-L-Xl/ti^ffll\ Wa n g U > (4 0 Omg) _hT-^ 
f- Kfc^fifcLfcflU 11*6^2 i^frteSfS Cite J; oTl 4. 8mg©N- 
7tf;l-L-XW-A-L-o^ S/;U-L-><<J > (Ac-TLV) Srfffco 



WO 97/1 1091 PCT/JP96/02697 

6 1 



FAB-MS (m/z) : 3 7 4 (MH + ) 0 

%-NMR ($„ CD 3 OD) : 0. 92 (3H, d, J=6. 7Hz)\ 

0. 96 (9H, m) , 1. 17 (3H, d, J=6. 7Hz), 1. 61 
(2H, m) N 1. 71 (1H. m) > 2. 03 (3H, s) > 2. 16 (1H, 

m) , 4. 10 (1H, m) , 4. 28 (1H. d, J=5. 5Hz), 

4. 35 (1H. d, J=4. 9HzK 4. 52 (1H. dd. J=9. 5, 

5. 8Hz) 0 

mmm2 o 

N-T-tf-Jl-L— triJ^-L-D^->^-L--fVn^^> (A c - S L I ) 

Wfcm 1 © F m o c-L-v<»J >Oo^fcWa n g U *J >©ftfc> t> ICn 
Fmo C-L--Y Vo^-»Ool,*Wa ngl/-^> (180m g) ^-ffi^TH 

3. 6mgCDN-T-fef-;U- L --fcr U ;U-L -o-< ->Jb-L— f vn-f i/> 
(A c - S L I) &mtz 0 

FAB-MS (m/z) : 3 7 4 (MH + ) 0 

! H-NMR (5. CDg OD) : 0. 91 (12H, m) , 1. 21 (1H, 
m) , 1. 5 1 (1 H, m) . 1. 6 2 (2H. m) N 1. 7 2 (1H. m) , 

1. 87 (1H. m) N 2. 00 (3H, s) N 3. 75 (2H, m) 4. 31 
(1H, d. J=5. 5Hz). 4. 45 (2H. m) 0 

ggjfeffl2 1 

^VD^i/^-L-W S—;l/-L— trU;l/-L-o>f S/;U-L-'<U > 
(Ac— RNE I QSLV) fe .fcCfN-T-fe^U- L $ — ;U-L--tr'J 



;b-L-o^->;U-L-^'J > (Ac-QSLV) ©IHSg 
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$mm2 tmm^LT, n - rtf-^ - l -t^4t-^- l -tx/^^-^ 

-L-fJls? i )l-L-4 VdW •>;!/- L -SOI/* ~ x;U-L --fe 'J ;l/-L-o 
-f->jU-L-><ij > (Ac— RNE I QSLV) fc«kO'N - T-fe^b- L -^OU 
? ^;L<-L--tr»J;l/-L-n^ ->;U-L-'<U > (Ac -QSLV) £1^5!! L 

Ac-RNE 1 QSLV 

Ionspray -MS (m/z) : 1 0 0 0. 1 (MH + ) 0 
A c -Q S LV 

Ionspray -MS (m/z) : 4 8 7. 5 (M + ) 0 

X H-NMR (5, CD 3 OD) : 0. 96 (12 H, m) x 1. 6 5 (5H. 
m) > 1. 9 9 (3H, s) . 2. 16 (1H, m) , 2. 3 1 (2H, m) , 
3. 76 (1H, m) . 3. 83 (1H, m) . 4. 30 (2H. m) 4. 42 
(1H. m) . 4. 4 9 (1H. m) 0 

$mm2 2 

N-T4r^;U-L--fe',);U-L-n-i'->;U-L-/<'J y^j-juu^ji (Ac 

- s l v - o e t ) <omm 

L-D^v/A-L-^'ij>x^xxr^ (1. 82g) £ N - t - 7 Y*c > 
-O-'Ov^U-L — b«J > (2. 0 9g) 5-DMF (3 0ml) ic&PU t 
Ko+-X>Xh 'J7V-;l/ • l*«rt& (HOB t> 0. 9 6 g) ©^T> N 
-x^U-N* -v?/*;UT U^d tVU*;U^i?-T S K • l^S?tg (EDC • 
HC U 1. 4 0 g) *tt^#Ji LT8 5»IHk mS-eSfCSit*:,, 

i£ffil?«fciiLfca. MEE&HL^o ft«4«ft*TFA (6ml) (0. 3 
ml) ©«£tttc«f»U MT?4 0$MIBRJE3*fc8U *BEWfclcTTF A* 
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S/;l/-L-'<U >xf;lxxfil' (3. 0 8 g) ^l#7to 

0-Oy;U-L--fe I J;l/-L-a'i' v/;U-L-'<'J >xf;HX7^ 
(0. 3g) *y^nn^> (CH 2 Cl 2 > 2ml) K$Ffc¥U &7kf£S? 
(8 0/^1) ih yxf;l/7 ^ > (1 2 0 m 1) £JJD;L. 8B$|BJRJt>$ 

M7i^ov -KT««*m\ N-T-fe^^-0-K>^;U-L 

_^ ij L -o-f i/Jl-L -'<*) >xf*x7f4/ (0. 3 3 g) Sr&fco 

>xf^xxf^ (0. 3 3 g) *y (10ml) lc£to?U TKttfb'** 

7?->i lt% **£H5tTsa-c i 5 ^r^MiSTc^fT^ ^ Q 

fcWK*RfefeLfc8U mnOBU Btttt^*SN-TH?fvrt,-L--fey*-L-. 
□ ^ .> ;L/ _l-/<iJ >jc^jI/X^t-;U (Ac-SLV-OEt) £2 1 5mg?i 

FAB-MS (m/ z ) : 3 8 8 (MH + ) 0 
1 H-NMR (<5. CDC 1 3 ) : 0. 8 8-0. 9 6 (1 2 H, m) N 

1. 28 (3H. t. J=7. 3Hz). 1. 5 5-1. 7 5 (3H. m) > 

2. 0 3 (3H, s) N 2. 15 (1 H. m) . 3. 6 1 (1 H. m) > 

3. 92 (1H. br) N 4. 00 (1H. m)> 4. 20 (2H, m). 

4. 4 7 (1H, m), 4. 5 3 ClH, m) „ 4. 5 9 (1H, m) . 

6. 61 (1H. d, J=7. 4Hz), 6. 86 (1H, d. J=8. 6Hz) 
> 7. 06 (1H, d, J = 7. 9Hz) 0 

mmw2 3 

N-7xX^7; y ^;l/^;U-L--fe'J^-L-o^ '>^-L-^<U 
Jlx^f;l (Ph-NHCO-SLV-OEt) (Pt8gg 
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f£660»J2 2^^n^0-^>v,>U-L--feiJ JU-L-o-f *>;U-L-'<y > 
xf;l/xxr;l (0. 5g) ^DMF (5ml) {cjgft?U 7*-MV'>7t 

- h c o . i3mi) fcja^TMT? 1 5 *mk£3 ittz 0 mmm 22 t Rltttc 

*5:1L> 3 9 0mg©N-7i —)VT x J fiJltf—fr-O -O L --b y 
L — a<f L ->< 'J >xf;l/xxf;^it 0 

'i/*-L-'<*) ^xfjU^rA (3 5 Omg) ^r^y-^ (10ml) tD 
MF (10ml) (Dl^C^Ls ^ife^J2 2 tPI«l=«»«5c*?T^BW 
<h-g"?>N-7jixujl/T i ;U-L-b'J Jl-L-a^ i/j\,-L-< '<<) > 

xf;bxxfA (Ph-NHCO-SLV-OEt) ^2 4 9mgifc„ 
FAB-MS (m/z) :4 6 5 (MH + ) 0 

X H-NMR (<!)> CDC 1 3 ) : 0. 8 8-0. 9 2 (1 2H, m) , 
1. 28 (3H, t. J=7. 3Hz), 1. 57 (1H, m) % 1. 69 

(2H, m) N 2. 15 (1H, m) , 3. 6 6 (1H, dd, J =1 1. 0. 
7. 3Hz) x 3. 91 (1H. dd, J = ll. 0. 4. 9Hz) N 4. 17 

(2H, m) „ 4. 4 8 (3H, m) N 7. 00 (1H. t, J =7. 3 Hz) N 
7. 24 (1H, dd. J=7. 9. 7. 3Hz), 7. 33 (1H. d, J = 
7. 9H z) o 

N-i/i? n^*i/Jl>T i J ftJltf— )V- L --b ■) )l- L - P^f i/Jl- L ') 
y^jlJL^jl (Cyh-NHCO-SLV-OEt) cpjgM 

i J ij Jltf—Jl,- L -b "J )V- L - o 4 L -/< ') >xf;LxxfJl/ 

(Cyh-NHCO-SLV-OEt) £2 0 4mg?§*:o 
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FAB-MS (m/z) : 471 (MH + ) c 

X H-NMR (<5sCDCl 3 ) :0. 90-0. 96 (12 H, mK 
1. 1 4 (3H. m) x 1. 2 8 (3H. t. J =7. 3 Hz) N 1. 3 4 
C2H. m) . 1. 5 8 (2H, m) . 1. 6 9 (4H, m) > 1. 8 7 (2H. 
m) . 2. 1 5 (1 H. m) . 3. 4 8 (1 H, m) % 3. 6 0 (1 H. d d, 
J = ll. 0, 6. 7Hz), 3. 83 (IK. d d. J=ll. 0, 4. 9H 
zK 4. 1 8 (2H, m) „ 4. 3 1 (1 H. d d. J =6. 5, 
5. 2Hz) > 4. 4 3 (2H. m) » 

mmm2 5 

N-T-^f-.>l/-L--tr 'J;t/-L-n-< ■>;!/— L -75->xf ;1/X7f^ 
(Ac-SLA-OEt) Qjggj 

L-D^y^-L-77->if^xXfA (0. 5 0 g) iN-Fmoc- 
O- t -7*7-;U-L--fe>J y (0. 8 3 g) £DMF (10ml) ICjgf&U h 
Yu*i"<yXY*)TV-)\<' lTkfO&l (HOB t, 0. 3 0g)©#^ET. N 
-if;l/-N' ATiy^nh'MM*^ ; K • l^WSM. (EDC» 

HCK 0. 4 5 g) *«^»JiLT3. 5B*IBk SfiTfRfcS-frfco 

^-efas l aaE&@ l /=„ 2 0 % y s? > - d m f fern 

(i om 1) iznmu rax* 5 o»wiRje**te^ nmx-f-frtmmm* 

*m5A?D7 h^7 7-f-T-fit$at-5C<i:{rJ:t)^ O- t -^;U-L- 
^ ij^-L-o^ ^-L-T^ — ^xf-JUiX-rA' (0. 5 9 g) ^r^fco 

i^tc, O- t -3/f-;b-L— bUA-L-o-f ->^- L -77->xf^xx 
t 1 ^ (163m g) 5y?DD^> (CHg C 1 2 s 1ml) lc?gft¥U &7K 
t£g? (45^1) ih'J i^JUT S > (7 5 d 1 ) *lB*~ 1ST* 8 BSIHRJC* 
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f-;l<- O - t -y^-Jl- L --te U L - o-r i/Jl—L -77->if^i^f 
A (1 3 Omg) £'f#^ 0 

££>t^ N-T-bf-Jl/-0- t -7f-JU-L— feU^-L-n-f 5/;U-L-7 
7Z>xf;bx7f^ (130mg) £TF A (2ml) l=*»U 7K (0. 1 

il»tx-fAA*t >TSs* U B -5 N - L — fe 'J ;U 

-L-a-f L -77->xf-^l^fX (Ac-SLA-OEt) £25 

mg^fco 

FAB-MS (m/z) : 3 6 0 (MH + ) 0 

X H-NMR (5, CDC1 3 ) :0. 9 3 (3 H, d, J =6. 1 H z) . 
0. 95 (3H, d. J=6. 1Hz) N 1. 28 (3H. t. J=7. 3Hz) 
^ 1. 40 (3H, d. J=6. 7Hz) N 1. 5 5-1. 7 5 (3H. m) N 
2. 04 (3H, s) . 3. 61 (1H, d d. J=ll. 0, 7. 3Hz), 
4. 04 (1H, d d. J =1 1. 0. 4. 3H z) . 4. 2 0 (2H. m) , 
4. 43 (1H. m) ^ 4. 52 (2H. m) > 6. 55 (1H. d, J = 
7. 3Hz), 6. 75 (1H, d, J=7. 3Hz), 6. 81 (1H, d. 
J = 7. 9Hz) o 

N-7x-;l/7 ; J tjJV^—Jl^L--^ 'J ;u-L -a-r ^-L-77->x 
3-jl,x.^T)l (Ph-NHCO-SLA-OEt) <Pl8gi 

$kM&\2 2-?'&<otitzO- t -71-Jl-L— feU JU-L-o-f2/jU-L-75 
x>xfjl,x7f^ (0. 4 g) £DMF (5ml) Jcrg&¥U 7x;MV~> 
7*- h (0. 15ml) *flo;LTSfi-C8 0#MRJ&*tt/=o HSfe0>J2 3 tWi 
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tUc&HU 3 9 6mg0N-7i-^7i J ii )\,tf—)V-0- t -7**J\,-L 

N-7 X.—JIT i J ilfotf— JU-0- t -y^Jls- L --fe 'J^-L-a 
-f->;l/-L-77->xf Ax7.fA (3 9 0mg) ^TFA (5ml) £tK 

(o. 2 5mi) a>m&mm\zmmu mmm2 5 tmmmmimttt-tzN 

-7x-;b7 $ y 77;U*— ;U-L--tr 'J ;U— L — a-Y i/;b-L -75->Jcf-^ 
iXfJb (Ph-NHCO-SLA-OEt) £31 8mg'f#^ 0 
FD-MS (m/z) : 4 3 6 (M + ) 0 

1 H-NMR (6\ CDClg) :0. 89 (3H. d, J=5. 5 Hz). 
0. 92 (3H, d. J=6. 1Hz), 1. 22 (3H. t, J = 
7. 0Hz), 1. 33 (3H. d, J=7. 3Hz), 1. 5-1. 75 
(3H. mK 3. 72 (1H, dd, J=ll. 0. 6. 7Hz)> 3. 97 
(1H. dd, J=ll. 0. 4. 3Hz). 4. 12 (2H. m) N 4. 49 
(1H. mK 4. 62 (1H, m) , 4. 8 1 (1H, m) . 6. 5 6 (1H, 
t, J=7. 3Hz). 6. 98 (1H. t, J=7. 3Hz), 7. 18 
(2H, t. J =7. 9Hz) N 7. 25 (2 H. overlapped) N 7. 6 1 
(2H, b r) o 
m&&\2 7 

N-y jl—JIT i S1»l,#—fo-L~b ') Jl>- L -p>f >JU- L-77-> 
(Ph-NHCO-SLA) CDiaSj 

H^J2 6T-^bntN-7x^7 S y ^^-A-L-t'j ^-L-o-f 
L-77->ifJlxxf;l/ (5 0 m g) * y (lml) iTk 

(o. 2 5mi) (Dig&mmzmmL, imwf-v** • i*fai& (2 omg) 

^Sn^.TMzaT-4. 5l^PaRJ6S*fco 1N-HC1TS 
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jU*.r.;U-L--tr iJ^-L-d^->^-L-77-> (Ph-NHCO-SLA) 
£3 3mg}|/: 0 

FD-MS (m/z) :4 0 9 (MH + ) 

*H — NMR (fi, CDClg) :0. 90-0. 95 (6H, m) . 
1. 22 (3H, t, J=7. 0Hz) , 1. 40 (3H. m) ^ 1. 55- 
1. 75 (3H. m) „ 3. 70 (1H, m) „ 3. 92 (1H, m) % 
4. 3 5-4. 4 5 (3H, m) , 4. 6 2 C1H, m) N 7. 0 (1H, b r 
t. J =7. 3 Hz) . 7. 2 8 (2H. m) . 7. 3 6 (2 H. b r d, J 
= 8. 5H z) o 

mmm2 s 

N-7x-;t/7;y^;^-^-L-t'J;l/-L-o^ ->;b- L -a^ ->>x 

: (P h-NHCO-S LL-OE t) cpjg$g 
$mm5 tWim^ Fmo c-L-D^fi'>©^fcWan g Uv>> (6 0 0 
mg) ^bl3 9. 2mgON-7xi )VT i J i3)\>X— JU- L --tr U ^- L - 
D-f S/^-L-n-f •>> (Ph-NHCO-SLL) £*§*io 

5 1. 3mgCDN-7x^7;;*^'^-L-t'JJl/-L-D^ 
•sJl-L-uj •>> (Ph-NHCO-SLL) * 1 . 0 m 1 cd&Kjl;? y 
mmmML. 1ST- 3. 5*W«#Lfco KJS»*4«fDat» *4I»xf;^ 

-TiflSiL. 2 0. 6mgON-7x^;i/7;y* L 
— fe'J;l/-L-D'T •>;l/-L-D-fi/>xf;l/X7f^ (Ph-NHCO- 
SLL - O E t ) ^ifco 
FD-MS (m/z) : 4 7 9 (MH + ) 0 

! H-NMR (5. CD, OD) : 0. 9 3 (12H. m) . 1. 25 (3H, 
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t. J =7. 3Hz) > 1. 58-1. 72 (6H. m) . 3. 72 (1H. 
dd, J = 1 0. 4, 6. 1Hz) > 3. 86 (1H, dd. J =1 0. 4, 
5. 5 Hz) . 4. 14 (2H, m) N 4. 3 7 (1H, d d, J =6. 1. 
5. 5Hz). 4. 40 (1H. dd, J=9. 8, 5. 5Hz), 4. 48 
(1H, dd. J=10. 4, 4. 3Hz). 6. 97 (1H, t, J=7. 3 
Hz). 7. 24 (2H. dd, J=8. 5, 7. 3Hz). 7. 36 (2H. 
d. J =8. 5Hz) o 

mm 2 9 

N-7x-;l>7 5 J ^H'-;b-L-7l/t- ;l/-L-7l/t- tl-L-uJ 
i,y3L=f-)\,3LK7-)l : (Ph-NHCQ-TTL-OE t) Oil! 
Hife0>J2 8 Fmo c -L-n-T -»Co^fcWan gUi?> 

(6 0 0mg) 5mgCN-7i-;l/7 5. J # A-,-K.=.;U— L-XU 

t^l/-L-XL/t-^-L-o^f •>> (Ph-NHCO-TTL) ^-^ 0 

2 9. 5mg<DN-7x^l/7i;^*'-^-L-7l/t-;l/-L- 
Xbt^-L-Q'f (Ph-NHCO-TTL) *1. 0ml<O*ggfi^ 

y u 0 tt 2 mmm 2 8 id&K&s u 

1 0. 2mgON-7x^7 5 J * JUtH—JU- L - X l/Or—A,- L — X — 
^-L-o^-»x^xxf^: (Ph-NHCO-TTL-OE t) <&^rt 0 
FD-MS (m/z) : 4 8 1 (MH + ) 0 

*H-NMR (<5. CD 3 OD) : 0. 8 9 (6H. m) , 1. 25 (9H, 
m).l. 59-1. 6 6 (3H, m) . 4. 1 5 (2H. m) . 4. 25 
(2H. m). 4. 30 (1H, d, J=3. 7Hz). 4. 36 (1H d, 
J = 4. 3 Hz) . 4. 4 3 (1H. m) . 6. 9 4 ( 1 H, t, J = 7. 3H 
z) . 7. 24 (2H, dd. J=8. 6, 7. 3Hz). 7. 38 (2H. d. 
J =8. 6Hz) o 
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#%fl]l 

t bXMmmfaWHT - 2 9 (ATCC HTB-38) , WiDr 

(ATCC CCL-218). DLD-1 (ATCC CCL-221), 

LS — 180 (ATCC CL-187) , LS-174T (ATCC CL- 

18 8). COLO2 0 5 (ATCC CCL-2 2 2), LoVo (ATCC 

CCL-2 29) , SW4 8 0 (ATCC CCL-2 2 8) «fc «5 Quick 
TM 

Prep Micro mENA Purification Kit (7 r : sT'<4itT y ? ft) 
TH 

Superscript Preamplification System for First Strand cDNA Synthesis 
(Life Technologies ft) £ffil^R T - P C R&K«t t) c D N A &m9i L fc a 
C©cDNA^ffl^TP CR^i:«k*3 P T P - B A S ©fSSiS-f^fco -rttfr*^ 
12. 5ng//f 1 fr&0. 78ng/<i 1 izWl&Ltz c DN A 4/i 1^ 
PTP-BAS#1W^7^7- (5* p r i me r : 5' - 
GAATACGAGTGTC AGAC ATGG— 3' . 3' primer:5' 
-AGGTCTGCAGAGAAGCAAGAATAC-3* ) 10//M^t v 
P C RKJ&7& (Recombinant Taq DM Polymerase, TaKaRa Taq > SiSogft) 2 1 
uUzIm^., 3 SVJtJlT'P CR^HiLfc. P CR^.fC^2 5 a 1 ^xf 
y-7A7ov^ K (0. 3//g/ml) ^t7#o-7yjl/ (2%) tfrTMtft 
HclfrU ^^Sa*fTT¥»SI^Lfco PTP-BAS 7^-7-lw«kS 

607bp©pc Rs.fi>^7&<itis$ nyiimflai-te^T^ ptp-bas wmi 

LT^ZtmmttZo mizifrftlsir)^ 8**4>5#fcPTP-BASGDf£3ij&<ig 
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fetfSPTP 


- B A s <D&m 
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B A S <D3£^ 


HT- 2 9 
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W i D r 




+ 


DLD- 1 
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LS-1 8 0 






LS-174T 






C0L02 0 5 






L oVo 




+ 


SW4 8 0 







Hjfeg>J3 0 

>T > f h o-CO Fas£PTP-BAS cpjfe&EB^ 
Glutathione S-t rans f e r as eiFas i©Bt^Sfili> 
-<^-pGEX-2T (7 y Jl/-?">T*fc) i:Fas (Ito fife. 1991^ 
OTUil 9 1-3 3 5*a-Kf *itfirF*ottSfx *§§S-T?f&3l£iHB8{ 
LA:o B*&fbLrt:GST-Fa sUteSStt. «lT'^tfcGST- 
Fas (T^yi?191-33 5) Bfe^SSrG lutathione 
Sepharose4B (7 r jUv>7*fc) b&K'f > a > LTffcSI 

L^io PTP-BAS77^>H16?^ PTP-BAS (Maekawa fife. 
ffiBE) ©Fas i©tt£ffi«*£trtK« (7; yffil 279-188 3) 
Ktsafef^Bluescr ipt pSK-II (S t r a t ageneffi 
icoiS^-efEHLfco C 35 S] PTP-BAS77/>>Hli> PTP- 
BAS77/^>M iSfS-f - © TNT Reticulocyte 
Lysate System (Promeg att) *ffi<.»fc-T > tT h a 
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Fa siPTP — BAS Ott^lflWIWiJaTO^acWo Ktt&tt 
(50mM Tris-HCl (pH8. 0). 5mM EDTA, 150mM 
NaCl. 0. 1% NP-40. "fu7"T—M^ >tt*^-i LTlmM 
PMS F, 5 0 fi g/m 1 Leupeptin , ImM 
Benzamidine. 7 (i g/m 1 Pepstatin) 5 0 a I <P\zM 
t§<fbLrt:GST-F a s (2~6/zM) Htz&ffiifeitLTK^^G S T- F a s 
(2-6 MM) > «Hft«9K^ *J«fctf [ 35 S] PTP-BAS75^>H* 
fi£U 4tfl2-16W^ a '<-i'3>Lfc 0 @W§HbLrt:G ST- 
F a s &m^tzl%^ Kfc&j&'i&kftKJLQ Glutathione 
Sepharose 4B£-2Sfc#U S D S D->zfJW<y 7 T -CBflLT 

s d s sj? u t ^ u ji>t $ Ky;uwn«dtt*?f ^ fco yjufciawu x-y^v* 

7?7*t*)* GST-F a sICtfc^LT^fc [ 3 5 S] PTP-BAS75^ 
^ > M K©«&J: t>ttJft«*»c.k<5 FasiPTP-B ASO^fflS 

«SLfc 0 H^btTl-^X^GST-F a s*flH,*fc«tett % -f>+ a K-S/ 
a y'&G lutathione Sepharose 4 B^Jn^ $ £ic 4*G 
"ClBfrHK >*a<<-'>3 >U GST-Fas- [ 3 5 S] PTP-BAS7 
7/^>Mfi^iGlutathione Sepharose 4B££- 
*S££-tr7t 0 &tMft\z.& ^Glutathione Sepharose 
4 B^ft^L^&t&tt^^U-^-^Jn*.. •> 5/ 3 yt>7>i? 

-T* [ 3 5 S] PTP-BAS77/y>H ©«C^ffitt^aiJ^ Lfco RJStt* 
KGST-F a s ^^T^te^t©^?^ U zM5Effil«k 9^1.31 1.**:,, 

I C„tLfco 
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m2Bi -Obi'bo -C<0Fas t PTP-BASO$££Pl^ 



&mm ia«e*fe a c 50 ) 
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25 0 fiM 




A c -RNE I QS LV 


2 3 vM 




Ac-QSLV 
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Ac-SLV 


47/iM 
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9 #M 




Cyh-NHCO-SLV 


38/iM 


Ph 


-NHCO- S LV-OMe 


> 1 0 0 0 


C y h 


-NHCO-S LV-OMe 


> 1 0 0 0 (iM** 




Ac-SEV 


500/tM 




Ac-TLV 


6 2 #M 



* lmMT-4 0%Pim ** lmMT'2 0%P1S 



tPTP-BAS ©ig^-SrM?"* - ttfTfiZtltio 

p t p - b a s (ommmmts nx^ z> t b ^sissh t - 2 9 ^nafc J: 

DLD- l*fflHa£ffiV^o 96^l£^^-b (Nunctt) £rffl^T. 2x 
10 4 <i©HT-2 9^J!at>L<{±DLD-l»fla ; £rl 0 0^ 1 (10 
J^FCS^RPMI 1 6 4 0^f^A, B7K«mi±) *"C2 4HHBI> 3 7 
T\ 5KRB*#X*#TTJS*U £*K©ftF as^(CH-lUMBL 

FasiPTP-BASi(DlS»J (Ph — NHCO — S LV-OMeO* 
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ImM) *>L< ttZOmm (a> ho-JU) 1 0 fi 1 ^JDLTS £>K2 0B#RI] 

U ±IH^SI^90^ 1 iMTTfS O ~ 3 W •> 9 lO/il 

£JQ;U 4^Pa e I^SLf:o IOOmI® 0. 04N HCli^V^V 
-^JDX.7^CD^{C N -e-f *? u7ls- h U-^-ICctO 5 7 0 nrnvrntBLtm 
^L^o (CH-1 l*#S£T-C'«*Lfct*) ©RfcKKfctt-S 

CH-1 lffia£T-e«*Lfci*©R3tS**i6N W»*-C**Lfc. 
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±K*£*K:.fctK xstw*-** mmmw a s^i^tsswoi 
«tffl«aicana5E*siaii-r*cii*<^$nfco 

157; JW^-f* KtcJjSF a s/PTP-BAS 3§£-PiI1§ 
H«S^J3 0<O»a*ffll\ F a s©C3t5J*l 5T S y«*V/*-KlcJ:*F a s 
/PTP-BAS«^lfi***fe7to fcrtf.U 7?>?mU PTP-BASi 
i^LttUCiA<55I&*lT^GST-Fa s (7; JWl\ 9 1 -3 2 0) 

Proadrenomedul 1 in N-Terminal 20 
P e p t i d e (h P AMP) (E8i : 

ARLDVASE F RKKWNKWA L SR-NHg) %m^tz 0 

HllcF a s©C5fci£l 57; KlcJ;*-r >b"ho©Fa s/ 

PTP-BAS»6fiitiRi", *-h9 3>*r5:7©'<>KiW»<te*«^ 
H«igtt*<Kl»c:t**LW*o F a sOC*Sl 57iyK^ K (A c 
— DSENSNFRNE I QSLV) li> ^^b'hnfflF a s/PTP-BAS 

F a s/PTP-BAS Oi^^^ < I A> o t a 

mmz 3 

K»£ Fas/PTP-BA S*§-&B&^?5te©Bg& 
fmmZ 203?a*BK Fas©C*M»*&l, 2. 3. 4, 5, 6, 7, 

8, 1 5<@©7; /WSfr&tt** N5^ig«-7-fef-MtLfc^^K©F a s 

/PTP-BA Se#E*fgtt**«>fco 
H2lwF a s/PTP-B A S©*££IC*3 ©S£* F a s©C^ 

K©F a s/PTP-B AS»£E«Sttttl»lgBt'C*^rt:o 5~3<i©7; / 
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WPl-ff-.Ftt* 10. 1 0 0 # Midsize 1 5~6<I©7 S yg?^* K«k»3 t> 
F a s/PTP-B AStS^MSteliSS*^*:,, 21@©TSyl^ ll©7i 
KttF a s/PTP-BASi^litAt'ifL^-Dfco Ctl£ 
©tt**^ F a s/PTP-B A S©tt£EMFt;:li*JB3ffl©7 S JWt^'ff- 
K (a c - s l v) 3&<fgai-e*s <h#X. t>tlfco 
Httffl3-4 

h u ^77- Kx* * ^ > tr K «b 5 W > fc* b o*S£EMFSte©gEfl: 

Hite^J3 2©2ri*rc«ei\ Ac-sLV©-tn-en©T$yii*flb©L-T5 

^+t->nfchU^f KO-f>t*haFa s/PTP- 
B A S *££MS&£tfcf* L feo 

EI 3 C 1 mMCD^^f- K#2E~K EI 4 \z 0. 1 mM^f K^SETKfctf-* 
Fa s/PTP-BASe6B«4*t« *fc> E15lcAc-SLV<!:Ac- 
TLV©F a s/PTP-BA S HM«© Wtt#ttA»^r. EI 3 C£) 

TttsiHs«©ai^ia*fgtt**Lfco ei 3 K^-rt^s. l©(4B 

li, lmM^f F&&T\Z.3$\.^T \i t A, if£T<DT 5. J Wit SteLTbL tm 

ffittt^Sttfrofc, EMK^LfcioK:. L£r** + ^.>7*Lfc0. ImM 
^■Tf- Kffi6ET"ettN R*<Li(5]SK©^$T*o^: 0 EI5 ic* Lfct&tK 
Fas/PTP-B A S«S^lfl*©«K*?¥ttftatt. S«H U^ttCtfWfcWS 
*>nr^5Ci^t», Ac-SLViAc-TLVitiFas/PTP-BAS 
©tS^*PISaE»w|H*fSCi*<*3^-afco Cti&BI3. 4&tf5©*S*J;?K 
Ac-SLV©S©ffiflHiS*fcttT^ L©ttiil*L-7 5 ;8*«^tt^'J 
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F a s/PTP-B A S CD&^PllFKmire* S C tJ)<t>fr^tz 0 

^J60!J3 2 4>3rttlzfEl.v. lmMOAc-SLVOD^ N y «5c(* 
CD^>h*hoFas/PTP-BA S t£&|&Sj£tt«tttt L^ 0 

E86^D{*k Nyf;W, Stc**©-* > h* h o^Pl^^tt^t", 
IOft»> lmMCD^y*- KffftT"C(f ofco A c-S LV©S£ (D) S fcg& 

A c - S L V«fc t) fcffi*ett{i^< tii *>©©. ffittlifi^LTUto 
fgfefll3 6 

N^tttc J: S ± > h* h o tj^B»Stt©±# 

&ffi0J 3 2 O^FifeKttl.v. A c - S L VCN^Sg^MH*©^ >h*hoFas/ 
P T P - B A S *S£rPl^Stt*1fcf>t L fco 
H7fcN*liEll|i|cJ:S-f>lfhae^|a«fgtt**-r o (N^©^^ fi 

fiHft*<HMfc«rc?*s) s l v©N5tastiafW*ii'f > tr h aoft6Bsistt*± 

flifeflJ3 7 

j > g h ptt^Eggtt^© c mmvmm 

3 2 ©#j£lc&l,\ CjfcigHgtfctt©^ >t7oFas/PTP-BAS 

lmM©Ph-NHCO-SLV-OMe. Cyh-NHCO-SLV- 
OMeli, A c - S LVJ;t> fcStttilK te*t>©©> -f >t*hn^pifffitt 



WO 97/11091 PCT/JP96/02697 

7 9 

l£SfeffJ 3 8 

(-IrnW K hVU7tt) £@5£L> C©v/ + - U4>T"2m 1 <Dig£& 

(1 0%FCS£^trRPMI 164 Q/th SA n B^SHH*!:) £ffl<->T4x 

i o 5 e©b 3 7r. 5%mwt#x<?>0kft 

-afal/-^ (i.y^> K^U7tfc) . V^T * O > *J sc. ? ? - (JL y ^ > K-»U 

. (7xAt«f7^ x^/OK^it) &ABE 

^15 OhP a N aAB#EI0. l^CD^T-K-PBStfCO. OlmMlcfiSiL 
fcAc-SLVfcL< h n-;U£ LTK-P B S<D*«ft-?-*tl2 0^t> 

3 0<l©*fflJ!&{c&AL-*:o £*>\ ftF a s tJt«c (CH-1 1) tOMMfe'ClU v 
>T^n-T >i>i^ S/ a >WMK1 OOng/mlOCH-l l**> + -UlcjBSD 

EI9tc^ifc»9. «lfflBSrtfc&\3ftfcAc- SLV*<^Fa s Sfittlcfchr 
Sfi«BHacDJKStt«rJS«)N JS«Bl!aiwiBBIia5E*5la»'t«C.i^$tlfco 
!&6feffJ3 9 

HH^3 KD^&KftoTt h*J§S5DLD-lK*hJ-*F a s/PTP- 
B A S&^«ftJ©IOIS^*fl$i«SI'<*: 0 L— «©KI*-eiiliaJ3»*lfiJ 
*7 2B$M£U ®5Dt5Fa s/PTP-BASi^PMOgS^ 

2. 5mM^bl0mMHto T^f^ d^U- MJ-/-i:«t>) 5 7 OnmO 

Ell 0iZ7F-tt1SZ>, Cyh- NHCO- SLV- OMe. Cyh- NHCO 
- SLV- OEU Ph- NHCO- SLV- OMe s P h- NHCO- SLV 
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mmmi o 

mMmZ lO^lc'dtoTt h^H«5DLD-llc*f^-5Ph- NHCO- 
S L V- 0 E t £D«aiia5Ei|a|^ffl^-<^ 0 LmJi£gll#Ra* 7 2B$M& Lfc 0 
tfcWSPh- NHCO- SLV- OE t(Dzgj8£2. 5mMtLfc, taF 
a sffiffc (CH-11) fcKli^liftfci^Ph- NHCO- SLV- OE t 

Ml 1 iCTjcTifctK Ph- NHCO- SLV- OE t J2CH-1 1#STT% 
D L D - 1 (Cg|^/SiffiBa5E (T * h - i/X) £^a» L fc Q 
Hifeff»J4 1 

s l vmmmz*. z v i pmmmm^mo^u c^o 1 ) 

(Akeasu, J. Pharma. Pharmacol. 4%, 6 7 K— 'J, 
1 9 5 2m o *;LHE^ K©!S^fc<fcCflK^£:E4m:teoTtf3B3L> □ngggg 
D^i-T^lJUgB^M^^^OSIgpmW^lXDaiLT^ Ty r ode- 
He p e sSfcS&cfK&Lfco +^ic^S&T?Slt>L^5»c ; &'> + -UF*3lcL#. 

II*iU 3 7t, C0 2 5%. 0 2 9 5%©^T©MagnusgS 

V I P ti J&K&KT&^-Lfco Ph-NHCO-SLV-OE t l± 
1 5^P h 1hu^S&^cd#«TT-V I P£&#L* 0 ^®P^R|{i5^iL. * 
cDf B 1Ty rode-Hepe s H0LT' 2 ~ 3 [Elife^fro *: 0 
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mi 2\z7jki-tisK>, v i p {ifm^-mmz 1 o °Mj:t)mm&&m^m$ 

*3X1 0" 6 T-^SJ£:^Lfco t hV I P Hr-r^-OC5fagE5lJ-S-L 
-V&miz&f&Zfttz^zfl- KSHI*"e**Ph-NHCO-SLV-OE t li 
V I P K«fcsmW¥7&ffi©3fei&&J££- 1X1 0~ 7 M~ 1 X 1 0~ 4 M©$gffiT*g 
L TfltffeiJ U 1X10 " 5 M£U:-e»aFtt»«W«l*** L * 0 
Bl 3, 1 4fcjR*-&*5«K C^fJV^A^ LIcBJULfc^f-KR 
^Ph-NHCO-SLA-OEt (EU3). Ph-NHCO-SLL- 
OEt (Ell 4) tilXl 0" 7 M~1X1 0~ 4 M©«gTV I P jcJ;-B3fi«RiS 

HI 5lcijr*-£*5?K IBiartJcKt)j&**5fc»OC3|d!ll<0«Ett*JftL 
TV ^ I v*^* Ph-NHCO-SLV-OHIiVIP ©S&KKJC^^ 

HafeftH 2 

S L L tc j:i^v^pfW- JimmfmXW&<DtoU 
Isoproterenol (Iso) ti£ 2 — T Kbt^^ * Hr^^-JcfP 
fflbT««®3l!SK*»l*-rSo V I P<DRt>*)K. I so^ll«j4 1 tm 

Ell 6Kjjr<r-<t:fc*K I s ott*W»fii*l 0" 8 M<tt)«IS«c#fi<j^§tfcS$ 
-£3X1 0~ 6 TS*£Jfr£*L*:o th^ -T KU^"v?7 ? U-fe^-©C5|5 
JSE^J-- S - L - L titzlff- K9f*f*T* 5Ph-NHC0- 

SLL-OEtlil'so tCck 5»S¥»ffi©3fc«Rfc* 1X10 ~ 7 M~ 1 X 
1 0 ~ 4 MCD$5igT-«SlC«# LTftfcJ U 1X10 " 5 MJ^±TTO^«]SiI^m^ 

-v&nIH17. 1 8 lew*" C5fci*0L*A*VKBIfcLfc'*7f-KR 
>*{£P h-NHCO-S L A-OE t (HI 7)^ Ph-NHCO-SLV- 
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OEt (018) lilXl 0" 7 M~lX10" 4 MO«gT"VI PICJ;5§M^ 

mm a 3 

I L-8Hr^-<DStfi^<r*fSHLTl^lB!W***a:Ly!:o UttttKlix 
H E K 2 9 3 MfiSlw h I L — 8 B receptor (hIL-8BR)<D 
c DNA£p E F n e o*ffl^T*AL, h I L - 8 B RH^SSX9S9tt SfBtt 

tlfc*<s p E F n e o ©*£*A L fcUfflJiSte h I L - 8 £i£Sn L T fc*fflI$F*9 
C a 2+ {i@0IA^XJi#*<^-^tlfc©*^*oA: 0 JfclclfflJSfcDMEM, 10% 
FCS, 196^-S"J >-X h •>> (GIBCO-BEL fchSSD , G418 

6 0 0 vg/m\cpT;2 6 0alSO7 7X3^f U tiJ3f c o n f luenti: 
K-3tztZ?>T~$Z&i\zmLtZo ^Hfi*»5ILfc*5BlP B ST-ft^Lx 5j/K 
Fura2— AM (HEPESbuf fer) l:T3 0^ >*o.'<->3 > L 

PBS 5d1T-&7£U h- U ^^>®1®^8. 5mlOHEPES 
b u f f e r £jf|0*_Tign> (10 0 Orpin x 3min)U ±ffi&m^tz 0 *§t>ttfc 
*IBSIC5d1©5 #M Fura2— AM(HEPES buffer) S-j&D^lfO' 
trX'O^g >Lx 7 ^>fa-y (i. 5ml) K lnl^-o^&Liu CCi: 
HE PES b u f f e r icfgftSLfc-* >7;Wt£#J (1% DMSO)*«Sftl 
(IOaDU 3 7X3T?»c3 05M *y 3 >Lfz 0 *<D'&%Lfo 

(1 0 0 Orpm x 3min) LT±?g£l&£HE P E S buffer lml^fln*. 
St/tX^>y 3 >Lfc, d C ICHCKH E P E S buff e r lcj§)(?Lfct > 
-JMb&hl (1% DMSO) ^So (IOaDU 5-10^Sfii:MU 
C a 2+ ©ffliJ^fT^fc 0 
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$Bfl&rtc a' r (D$}m^i.B*ttmc af- i o o&m^iz* ±is-eaaaL^ 
aaaositftiiii^/j^io^^^-^'-^Anfc+aL^y mca*u fc*at#L 

tt*<€>3 7°C{c#&LTiflij^£-fTo*:o 3 8 0, 3 4 0iwX'®&Ltz£1i<D 
5 I OwmyttmmU 3 4 0nm-l?]EfogLrt:&*©fc** 3 8 OmnTE&ieLfci 

LT^^-XCDffi*<S-&*<0*^oTh i L-8 Gfeg^#lW^«kt)lgfA) 
1 0 0nM£l 0 n 1 +^'<-y h ttWCV-f ? n •> U > y^ffi^Tj^tinLT 1 £g 
flEKSILfco UMfeTtikl 0% Tri tonxi00^10/il SsJnU -5-© 
±£<Dmt3Z\Z*<D'&3M EGTA£15#1 iD*fcl*©ffl*ffi^TlB«Srt 

<b£-fe«]g* (M) fflfi3rtCa 2 + (nM) Elgsg (%) 

17 7 

15 5 1 2. 4 

7 9 5 5. 4 



*fb£#!l*Ph-NHCO-TTL-OE t 

NHCO — TTL — OE 1 12> fc M L — 8 B U-tr^-ifte^ h 5 >X7 * ? 
*>h©I L-8{ci^anartCa 2+ ^^^|5a§L^o 
glifefflH 4 

S L VBWHfrPV I P gW»g3£CT&g>««a (*©2) 



1 0 



1 0 
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Ph-NHCO-SLV-OE tTfl 55*BIlKftoll**0#«rFlfV I P£& 
5-Ltz 0 mm<D?HWt5-ftfflt U ^©Ty rode-Hepe s/fe-C2~3lHl 

it&vamm. cm) im a%) 

0 10 0 

10" 6 6 2 

1 0" 5 12 

1 0" 4 14 

VlPlil 0~ 6 MCD«ST'7 ? l>fttf¥ftSS*a!!*3-e:fc. 7»/ t>VI P U-fe 
- © C*4SiS?iJ- S - L - V£gfc£j£;* tifc^^ KRWlf* S P h - 
NHCO-SLV-OE UiV I PtC«fc*7»y hSim¥?tS5©5fe*£Rifr£- 1 X 
1 0" 6 M~ 1X1 0" 4 M©HH-e»K«!»JLfco 
gg*fefl]4 5 

N- (2— J ~7 x. T i J ijJltf— Jl-L — te U ;U- L -o-f ->;b- 
L-'<'j > ( (2-NH 2 ) Ph-NHCO-SLV) ©gHSU 
Hfi§#]2 Sifiia^LT^ O- t - 71-Jl-L--b>) Jl-L-asf i/Jl-L- 

- (2-^hn7x^b) 7; ^ *^UsK— ;U-0- t - yf;l/-L- tr>J;U-L 
5. y 7ii;l/) 7i; ii)Vtf.—)\,-0- t -7'f-;U-L--fe'J^-L-0'i'->;U 
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-D^yjb-L-^'J > ( (2-NH 2 ) Ph-NHCO-SLV)) £*§fc 0 
F AB-MS (m/z) : 4 5 2 (MH + ) 0 

^H-NMR (<5 X CD 3 OD) : 0. 9 3 (12H. m) » 1. 65 (3H, 
m) N 2. 15 (1H, m) % 3. 7 7 (1H, dd. J =1 1. 0, 
7. 7Hz) N 3. 86 (1H, dd, J-ll. 0. 7. 5Hz). 4. 29 
(1H, m) N 4. 3 7 (1H. m) N 4. 53 (1H, m) , 7. 15- 
7. 3 (4H. m) o 

mum 4 6 

N — (3-7U7x-;l/) T Z JfJJltf-fr-L— \zi)Ji,-L-v< ffr- 
L-/<ij> ( (3-NH 2 ) Ph-NHCO-SLV) <DmM 

-A"f vm- h£ffiV\ IfJ^ICtoSt-SCill.boTgWi-r^N- (3- 
7;;7z^) 7 i ; L-t'J^-L-n'f - L - '<'J > 

( (3-NH 2 ) Ph-NHCO-SLV) ) £*#fc 0 
FAB-MS (m/z) : 4 5 2 (MH + ) 0 

*H — NMR (5> CD g OD) : 0. 95 (12H. m) . 1, 65 (3H. 
m) N 2. 1 5 (1 H. m) x 3. 7 4 (1 H. d d, J-ll. 0, 

6. 1Hz), 3. 87 (1H, dd, J-ll. 0. 5. 5Hz), 4. 29 
(1H. dd, J=6. 1. 5. 5Hz). 4. 40 (1H, t. J = 

5. 5Hz) N 4. 52 (1H, m) N 6. 88 ( 1 H. d. J=7. 9Hz). 

7. 14 (1H, d. J=8. 5Hz)> 7. 34 (1H. d d. J = 
7. 9H z) . 7. 6 9 (1 H. s) 0 

aasflu 7 

N- (4-7^7x-^) T i J ft jltf^-jl— L — 4r U JV— L—u^ 
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L-/<U > ( (4-NH 2 ) Ph-NHCO-SLV) ©iH£i 

x^MVv/7^-h^l,\ |H]<i(cjJiSt-4C<i:lc«koTg6tl<hf 5N- (4 
-Tx J-7 ^—j^ t I J J3Jl#—JU-L--t U^-L-a^ i/Jl,- L -'<<J > 
( (4-NH 2 ) Ph-NHCO-SLV) ) &mtz 0 
FAB-MS (m/z) : 4 5 2 (MH + ) 0 

*H — NMR (5. CD 3 OD) : 0. 95 (12H, m) N 1. 65 (3H, 
mK 2. 15 (1H, m) x 3. 7 4 (1H. d d, J =1 0. 4. 

6. 1Hz), 3. 86 (1H, dd, J = 10. 4. 5. 5Hz). 4. 29 
(1H, dd. J=6. 1. 5. 5Hz), 4. 38 (1H. t. J = 

5. 5Hz) N 4. 52 (1H, m) . 7. 23 (2H, d. J = 9. 2Hz) . 

7. 5 1 (2H. d, J =8. 6Hz) 0 
ISSfeflH 8 

N- (2- (L-y;b^;;l/7U) T I J JjJltf— )l- L — tr jj 

Jl-L-aJ i/)\,-L-'<V > (2- (Glu-NH) Ph-NHCO-SLV) 

MMm4 5T-nz>tl1zN- (2-7;;7 I -A) 7U*W-;l-0-t 
-zT?-)l,-L—te D;b-L-n^ ->;U-L-/<U >- t -T'f^xxf^iN- 
Bo c - L-?';u* ~ >S?- r - t -zf^ ^^.7.7- )V^mmm2 2 £|sUiKfii£ 
L*:SU TFA-eMa-r^Ci{c«fci9 ifti-TSN- (2- (L - iOU* 5 ;U7 
$y) ;l/) 7; J ;i>-L--te >J Jl-L - a J i/ Jl>- L V > 

(2- (Glu-NH) Ph-NHCO-SLV) *'&tz 0 
FAB-MS (m/z) : 5 8 1 (MH + ) 0 

*H — NMR (<5 N CD 3 OD) : 0. 9 3 (1 2 H. m) N 1. 6 5 (3H, 
m) N 2. 15 (1 H. m) , 2. 2 5 (2H, m) . 2. 5 7 (2H, m) . 
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3. 79 (1H, dd. J = 10. 4, 6. lHz)> 3. 88 (1H. d d, 
J = 10. 4, 5. 5Hz) > 4. 19 (1H, t. J = 6 Hz) . 4. 27 
(1H, t. J=5. 5Hz) . 4. 38 (1H, t. J=5. 5Hz). 

4. 5 0 (1 H. dd. J=10. 5Hz), 7. 2 2 (2H, m) , 7. 38 
(1H, m) . 7. 6 1 (1H, m) 0 

m&m 4 9 

N- (3- (L-y)l>? i JIT i y) yju-JV) y $ J jjjltf— )i,-L — b'J 
;b-L-o^ ->;U-L-^U > (3- (Glu-NH) Ph-NHCO-SLV) 

m&m4 6f«tLTil £*i*:N- (3-7i;7xi;W y $ J Jjj\,# 
—Jl-O- t L --fe 'J ;U-L -o-f ->;U- L-'<U >- t 

^x^HSte^J4 8<hIaI«UrN-Bo c-L-^U* $ r - t --f+jlx. 

xfAtat:*^ IWitSN- (3- (L-^ou* Oby = y) 7x-;b) 

7;;*;l/.f-;l/-L- feU^-L-o-f 5/JU-L-/<U > (3- (Glu- 
NH) Ph-NHCO-SLV) £*#*io 
FAB-MS (m/z) :581 (MH + ) e 

1 H-NMR (<5 N CD 3 OD) : 0. 94 (12H. m) . 1. 65 (3H, 
m) . 2. 18 (3H, m) . 2. 5 2 (2H, rn) . 3. 7 1 (1H. dd, 
J = 10. 4, 6. 1Hz). 3. 86 (1H, dd, J=10. 4. 

5. 5Hz). 4. 02 (1H. t, J=6Hz). 4. 28 (1H, m), 
4. 39 (1H, t, J = 5. 5Hz). 4. 52 ( 1 H, d d. J = 10. 5 
Hz). 7. 08 (1H. d. J = 8Hz) . 7. 23 (2H. m). 7. 78 

(1H, s) o 

m&ms 0 

N- (4- (L-jOU? iJl,7 i y) 7x-^) y ^ J t>Jl#-)l-L—£V 
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Jis-L-aJ ->;U-L-'<'J > (4- (Glu-NH) Ph-NHCO-SLV) 
—Jl-O- t -:/f-;U-L--tr 'J ;U-L-n>r •>;!✓- L-'<ij >- t 

*x;i/*5Stt«4 8 tmmz*iim-tzzt\z±t)Bito±-fzn- (4- a-?- 

-'<>J > (4- (Glu-NH) Ph-NHCO-SLV) 
FAB-MS (m/z) : 5 8 1 (MH + ) 0 

*H — NMR (<5. CDg OD) : 0. 95 (12H. m) N 1. 55- 
1. 8 (3H. m) . 2. 2 0 (3H, m) . 2. 5 3 (2H, m) N 3. 7 3 

(1H, dd, J = 10. 4, 6. lHz) N 3. 86 (1H. d d. J = 
10. 4, 5. 5H z) . 4. 0 1 (1 H. t. J=6. 1 H z) . 4. 28 

(1H. d. J=6. 1Hz). 4. 38 (1H. t. J=5. 5Hz). 
4. 52 (1H, dd, J = 9. 8, 4. 9Hz) N 7. 36 (2H, d, J = 
8. 5 Hz) x 7. 4 8 (2H, d, J =8. 5H z) 0 
HifeflJ5 1 

N- (2- (N-T-fe^W-L-^U? iJVTl y) 7i-;l/) TUipm 
— ;l/-L--fr'JA>-L-a^ ->;U-L-/<U > (2- (A c G 1 u-NH) Ph 
-NHCO-SLV) cpgggj 

HJfi^J4 8 0N-B o c-L-yjb? i >Wt~ 7 - t -yfUXfAOftfe 

t^CitckUgWitSN- (2- (N-7tf;l/-L-Wi^7i;) 
7x-A) 7; JJ3Jl#—)l-L—b<)Jl-L-U'< L-'< 'J > (2- 

(AcGlu-NH) Ph-NHCO-SLV) 
FAB-MS (m/z) : 6 2 3 (MH + ) e 
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*H — NMR (<5 N CD 3 OD) : 0. 92 (12H, m) s 1. 6-1. 8 
(3H, m) N 2. 0 7 (3 H, s) . 2. 0 5-2. 2 0 (3H. m) % 

2. 51 (2H. m) . 3. 76 (1H. dd. J = ll. 0. 5. 5Hz), 

3. 88 (1H. dd, J = ll. 0. 5. 5Hz). 4. 25 (1H. t, J 
= 6. 1Hz) „ 4. 3 5 (2H. m) „ 4. 5 3 (1H, d d. J = 10. 4. 

4. 9Hz) N 7. 06 (1H, dd. J=G. 7. 7. 9Hz). 7. 21 
(1H, dd. J=6. 7. 7. 3Hz) N 7. 31 (1 H, d. J = 

7. 9Hz) .7. 79 (1H. d. 3=7. 3Hz) 0 

mmms 2 

N- (3- Qi-T-b=f-)\,-L->r)\,trl)\,Ti /) -y ^-)V) y \j t, >±tf 
-;l/-L--tr 'J>)|,-L-p^ ->;b-L-/<U > (3- (A c G 1 u-NH) Ph 
-NHCO-SLV) <DM$$ 

»?icn-ac-l-^^$ >m-7- 1 -rf;bxxf^ffli\ mm^m. 

•f*ZtlZ±t)Etf}ff2>N- (3- (N-T-fc^l—L-?'^ i jlT i J) 
1 z.—)V) t I J ftJlstf—jiy-L ~\z U ;U- L - D-r *>;U- L -/< ') > (3- 
(AcG 1 u-NH) Ph-NHCO-SLV) £*§^ 0 
FAB-MS (m/z) : 6 2 3 (MH + ) „ 

^H-NMR (5. CDg OD) : 0. 9 5 (1 2 H. m) > 1. 6-1. 8 
(3H. m) , 2. 0 (1H. mK 2. 01 (3H. s). 2. 15 (2H. 
m) N 2. 4 2 (2 H. t. J =7. 3 Hz) , 3. 7 3 (1H. dd. J = 
10. 4. 5. 5Hz), 3. 85 (1H. d d. J=10. 4. 5. 5Hz), 
4. 28 (1H. m) N 4. 39 (1H, t. J = 5. 5Hz). 4. 50 
(2H. m) N 7. 18 (3H. m) „ 7. 6 4 (1 H. s) 0 
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N- (4- (N~7-b»;u-L-y;l/^S;i>T$y) 7^-;U) 7$ya;U* 
-)l-L--b>) )l-L-uJ ->;U-L-/<U > (4 - (A c G 1 u — NH) P h 
-NHCO-SLV) <D%am 

nm&\5 oon-bo c-L-yji? i >m-7- 1 -^^ixf^oft*? 

tHCN-Ac-L-^U* $ >g?- r - t -/fAxxfAtffll\ PH£{C#ig 
■T5CtlcJ;»5B6«ii-r 5N- (4- (N — 7-tr^-JU— L i JlT i 

7 Ti S Jj)l#—)l,-L—bV Jl-L-nj i/Jl-L-'O) > (4- 

(AcGlu-NH) Ph-NHCO-SLV) &'&fc 0 
FAB-MS (m/z) :6 2 3 (MH + ) 0 

! H-NMR (<5, CDg OD) : 0. 9 5 (12H. m) „ 1. 6-1. 8 
(3H. m) > 2. 0 (1H, m) N 2. 0 1 (3H. s) „ 2. 1 5 (2H. 
m) „ 2. 42 (2H, t, J = 7. 3Hz) N 3. 73 (1H, d d, J = 
11. 0. 5. 5Hz), 3. 85 (1H. dd. J = ll. 0, 5. 5Hz). 
4. 27 (1H, d, J=6. lHz) > 4. 37 (1H, t. J=5. 5Hz) 
» 4. 47 (1H, dd, J=8. 5, 5. 5Hz) N 4. 52 (1H, dd, 
J=9. 8. 5. 5Hz), 7. 32 (2H. d. J=9. 2Hz) N 7. 44 
(2H, d, J =9. 2Hz). 
Hifeg>J5 4 

N- (4-^ h*>7x.— Jl) Ti J ijJl^j^-L--^') jV-L-a^( i/Jl 
-L -'<*)> ( (4-MeO) Ph-NHCO-SLV) OggSg 

nmm itmm \zmm±&i& l ? * 4 - / h * •> 7 * 7 -> 7 * 

-h*ffll.\ ^{fe0»J5 ilHHiJcOTL^ IWitSN — (4-y h*->7*-;U) 
7 5 J *>j\,tf—Jl>-L—t*)Jl>-L-a'( >;U-L-'<«J > ( (4-MeO) 
Ph-NHCO-SLV) *»fc 0 
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FAB-MS (m/z) : 4 6 7 (MH + ) c 

! H-NMR (<5. CDg OD) : 0. 95 (12H. m) . 1. 6-1. 8 
(3H. m) N 2. 15 (1H, m) . 3. 72 (1H, d d, J=10. 4. 
6. lHz) N 3. 75 (3H, s) s 3. 84 (1H, dd, J = 10. 4, 

5. 5Hz). 4. 28 (1H, d, J=5. 5Hz). 4. 37 (1H, t, 
J-5. 5Hz) N 4. 51 (1H, dd. J=9. 8. 4. 9Hz) . 

6. 83 (2H. d, J=8. 6Hz). 7. 24 (2H, d, J = 
8. 6Hz) o 

(Bn-NHCO-SLV) <P3ggj 

VJlsT $. J iyJl'tf—Jl'-L-' tr >J;b-L-af S/;l/-L-'<U > (Bn- 
NHCO-SLV) tmtzc 

FAB-MS (m/z) : 4 5 1 (MH + ) 0 

X H-NMR (<5 N CDg OD) : 0. 94 (12H, m) . 1. 6-1. 8 
(3H. m) . 2. 15 (1H. m) . 3. 6 8 ( 1 H, d d. J =1 0. 4. 

6. lHz) N 3. 80 (1H. dd, J = 10. 4. 5. 5H:) N 4. 28 
(1H. d. J=5. 5Hz) % 4. 31 (2H. s)> 4. 34 (1H, t. 
J = 5. 5Hz)x 4. 50 (1H. d d. J = 10. 4. 4. 9Hz) % 

7. 2 1 (1H. m) N 7. 2 8 (4H. m) 0 

mmms 6 

N — (4 -T-trf-;U-7 jc=.;1>) T S / mitf—A,- L -4r 'J ;U- L - oW 
-L-^UX(4-Ac) Ph-NHCO-SLV) (PfgSit 
4 - 7*f;l/7x-M V >T*- H!£0>]5 4 <hf^jc^i£y£:frtt 
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l<\ N — (4-7tf;l/7x^;l/) 7; JijJltf— ;U-L--tr 'J L - •> 
;l/-L-'<«J> ( (4-Ac) Ph-NHCO-SLV) *»fc 0 
FAB-MS (m/z) : 4 7 9 (MH + ) c 

*H-NMR (<5, CDg OD) : 0. 95 ( 1 2 H, m) N 1. 6-1. 8 
(3H. m) > 2. 16 (1H. m) > 2. 54 (3H, s) x 3. 74 (1 H, 
dd. J = 10. 4, 6. 1Hz), 3. 87 (1H. d d, J=10. 4. 

5. 5Hz). 4. 29 (1H, d, J=5. 5Hz), 4. 40 (1H, t. 
J =5. 5 Hz) „ 4. 5 2 (1H. m) x 7. 5 1 (2H, d. J = 

8. 6Hz). 7. 91 (2H. d. J=8. 6Hz) Q 

N — (4 -7 x-J + ->"7 jc— )V) Ti JjjJltf— A— L --t; U ;U-L-p^ -> 
;U-L-^<U> ( (4-PhO) Ph-NHCO-SLV) CDgggg 

4-7x;+'>7x;MV>7^- biffin 33II0J5 4 i H«HcRJS*lf 
ttlv» N- (4 -^iy*-^? *^.;U) 75 y*^^— JU-L-Hr'J;b-L-o 
>T ->;l/-L-'<»J > ( (4-PhO) Ph-NHCO-SLV) £^*: 0 

F A B -M S (m/ z ) : 4 7 9 (MH + ) 0 

! H-NMR (dK CD 3 OD) : 0. 9 4 (12H, m) N 1. 6-1. 8 
(3H, m) % 2. 1 5 (1H. m) „ 3. 7 4 (1H. d d, J =1 0. 4, 

6. 1Hz), 3. 86 (1H. dd. J = 10. 4. 5. 5Hz) N 4. 26 
(1H. d. J=5. 5Hz). 4. 38 (1H. t, J=5. 5Hz) N 

4. 51 (1H, dd. J = 10. 4. 4. 9Hz), 6. 92 (4H. m) „ 

7. 05 (1H. t. J=7. 3Hz), 7. 31 (2H. t. J=8. 5 
Hz) , 7. 35 (2H, d, J = 9. 2Hz) 0 

Hfifefl]5 8 

N — (5 -J. b*'si3Jl#— ;U^>^;b) 7;/^M-;l/-L-b 'J;l>-L 
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-o-f •>;!/- L-/<«J > (E t 0C0 (CH 2 ) g -NHCO-SLV) ©ISSi 
4-T-b^-;U^i -;U>r V •> T * - h * J8 1 \ HJfeW 5 4 £ H«lcKJC*fTtt 
<«\ N- (5-xh + ->*M'-M>f;l/) TlJi])\,#—)\,--L—f))l- 
L-n-fWU-L-^'J > (EtOCO (CH 2 ) 5 -NHCO-SLV) 

FAB-MS (m/z) : 5 0 3 (MH + ) 0 

X H-NMR (<5> CD 3 OD) : 0. 94 (12H. m) . 1. 24 (3H, 
t, J=7. 3Hz) N 1. 35 (2H, mK 1. 48 (2H. m) N 1. 5 
5-1. 7 5 (5H, m) . 2. 1 5 (1H, m) > 2. 3 1 (2H, t. J = 
7. 3Hz), 3. 11 (2H. t. J = 7. 3Hz), 3. 66 (1H, d d. 
J = 10. 4. 6. 1Hz), 3. 78 (1H. d d. J=10. 4, 5. 5 
Hz) , 4. 10 (2H, q) N 4. 30 (2H, m) % 4. 49 (1H. d d. 
J =9. 8, 4. 9Hz) o 
g£8fefflJ5 9 

N -^OVW )VT $ J •hfr-ft— ;U- L - -fe U JU- L - o *f i/Jl- L U > 
(PhCO-NHCO-SLV) <Pjggj 

^'/-fATS ;i3J\s#—Jl-L--tei)Jl-L-u<fi/jl,-L-'<*) > (PhCO 
-NHCO-SLV) *»fc 0 
FAB-MS (m/z) : 4 5 1 (MH + ) 0 

X H-NMR (S> CD 3 OD) : 0. 9 5 ( 1 2 H, m) % 1. 6-1. 8 
(3H, m) s 2. 17 (1H, m) > 3. 80 (1H. dd, J = ll. 0, 

5. 5Hz)> 3. 92 (1H. d d, J = ll. 0, 4. 9Hz) N 4. 29 
(1H. d, J = 5. 5Hz). 4. 52 (2H. m) . 7. 51 (2H, t. 

J = 7. 9 Hz) „ 7. 6 2 (1H. t. J =7. 3Hz) . 7. 9 2 (2 H. 
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d. J =7. 3Hz) o 

mmme o 

L-/<ij> ( (3-N0 2 ) Ph-NHCO-SLV) <Dmm 

N- (3--ho7x-;W 7; y *;U#— X-L— fe 'J;u-L-cK v/;U-L 
-/< U > ( ( 3 - N 0 2 ) Ph-NHCO-SLV) &'&tz 0 
FAB-MS (m/z) :4 82 (MH + ) 0 

*H — NMR (<5, CDg OD) : 0. 95 (12H, m) , 1. 6-1. 8 
(3H. m) „ 2. 16 (1H, m) . 3. 76 (1H. d d. J = 10. 9, 

5. 5Hz), 3. 87 (1H, d d, J = 10. 9. 5. 5Hz), 4. 29 
(1H. d. J=5. 5Hz) , 4. 40 (1H, t. J=5. 5Hz). 

4. 53 (1H. dd, J=9. 8. 5. 5Hz). 7. 47 (1H, t, J = 

7. 9Hz). 7. 62 (1H, d d, J=7. 9, 1. 8Hz), 7. 82 
(1H, dd. J=7. 9, 1. 8Hz), 8. 46 (1H, t, J = l. 8 

Hz) 0 

m&m6 1 

N - (2 -■=. hQ7x-Jl/) Ti J ii)l#-)\,-L — fe 'J L - o^->;b- 
L-'<U > ( (2-N0 2 ) Ph-NHCO-SLV) cDigg| 

2-_hD7x^My-m-h^i\ nmm 5 4 1 mrnK.R&'tfftt 1 \ 

N- (2--ho7x^.;l/) 7; L --br «J L - o-f ->;b-L 

-><•)> ( (2-N0 2 ) Ph-NHCO-SLV) *»fc c 
FAB-MS (m/z) : 4 8 2 (MH + ) 0 

l H-NMR (5, CD 3 OD) : 0. 95 (12H. m) . 1. 6-1. 8 
(3H. m) „ 2. 15 (1 H. m) % 3. 7 9 C 1 H. d d. J = 1 0. 4, 



WO 97/11091 PCT/JP96/02697 

9 5 

6. lHz)> 3. 84 (1H. dd. J = 10. 4. 6. 1Hz). 4. 28 
(1H. d, J=5. 5Hz) N 4. 39 (1H, t. J=6. 1Hz). 
4. 52 (1H. dd. J = 9. 8. 5. 5Hz), 7. 14 (1H, ddd, 
J=8. 5. 1. 2, 1. 2Hz), 7. 60 (1H. ddd, J=8. 5, 
1. 2. 1. 2Hz), 8. 12 (1H, dd. J=8. 5. 1. 2Hz)> 
8. 33 (1H. dd. J = 8. 5. 1. 2Kz) G 

mmme 2 

L-v<'J> ((4-Br) Ph-NHCO-SLV) CDlgSj 

N- (4-^o*7i^l/) T i J iy L — 4r U )V— L — n>T •>;!✓— L 
-'<U > ((4-Br) Ph-NHCO-SLV) £*#*io 
FAB-MS (m/z) : 515 (MH + ) 0 

! H-NMR (5. CD g OD) : 0. 94 ( 1 2 H. m) N 1. 6-1. 8 
(3H, m) x 2. 16 (1H. m) , 3. 7 2 (1H. dd. J =1 0. 4, 

6. 1Hz), 3. 8 5 (1 H, dd. J = 10. 4. 5. 5HzK4. 28 
(1H. d. J=6. 1Hz), 4. 37 (1H. t. J=5. 5Hz) N 

4. 51 (1H. dd. J=9. 8. 4. 9Hz). 7. 31 (2H. d. J = 

8. 5Hz). 7. 36 (2H. d. J=8. 5Hz) Q 

N- (4 -J. h tul# - fry *-Jl) J *}Jl>#—)l>-L-*i)Jl'-L 
-a 4 ->^-L-^<U > ( (4-EtOCO) Ph-NHCO-SLV) 

KJC*?rttl.\ N — (4-xh*i/*M'iA7i-A) T i y ijJV^-Jl-L 
-bU^-L-cf ->;U-L-'<U > ((4-EtOCO) Ph-NHCO- 
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slv) *mtz 0 

FAB-MS (m/z) : 5 0 9 (MH + ) 0 

X H-NMR C<5. CDj OD) : 0. 9 4 (1 2 H. m) . 1. 3 7 (3H. 
t, 6. 7Hz) N 1. 6-1. 75 (3H. m) . 2. 15 (1H. m). 

3. 75 (1H. dd. J = 10. 4. 5. 5Hz) N 3. 86 (1H. dd. 
J = l 0. 4. 5. 5 Hz) . 4. 3 0 (3K. m) x 4. 3 9 (1H. mK 

4. 5 2 (1H, m) , 7. 48 (2 H, d, J = 8. 6Hz) N 7. 90 
(2H, d, J =8. 6Hz) o 

mmm6 4 

N- (3 -7;^o7 x.— T ^ J JjJl>tf— )V- L --fer 'J )V- L -a^f ->;U 
-L-^<'J > ( (3-F) Ph-NHCO-SLV) g>iggj 

V\ N- (3-7^071-^) Tiy*;U^;U-L--feU;l/-L-a-f > 
;U-L-v<U> ( (3-F) Ph-NHCO-SLV) *'&tz 0 
FAB-MS (m/z) : 455 (MH + ) 0 

*H — NMR (<5 N CD 3 OD) : 0. 9 5 (1 2 H, m) N 1. 6-1. 8 
(3H. m) . 2. 15 (1H, m) . 3. 72 ( 1 H, dd, J=ll. 0, 

6. 1Hz) N 3. 86C1H. dd. J-l 1. 0. 5. 5Hz) . 4. 27 
(1H. br d. J = 5. 5Hz), 4. 3 7 ( 1 H. t, J=5. 5Hz). 

4. 51 (1H. dd. J=9. 8. 4. 9Hz)s 6. 67 (1H. d d. J 

= 7. 9. 6. 7Hz) N 7. 0 0 (1 H. d. J = 7. 9Hz). 7. 21 
(1H. dd. J = ll. 6. 6. 7Hz) N 7. 35 (1H, d. J = 

11. 6H z) o 

$m&\6 5 

N- (3-j< Y*l>7^ — )V) Ti J /7;l/<-K— ;l/-L--tr'J;b-L- n ■< i/Jl 
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— L —■>< 'J > ( (3-MeO) Ph-NHCO-SLV) CDflSg 

3-> ht-^xiMvyT^-^ffllv S£SfiW5 4iPI«»cRi6*fftt 
l\ N- (3-^ h^i/7jc^;U) 7;;*^*-;l/-L-t'J;b-L-o^-> 
Jl-L-'<Vy ( (3-MeO) Ph-NHCO-SLV) £*#rt: 0 
FAB-MS (m/z) :4 6 7 (MH + ) 0 

! H-NMR (5. CD g OD) : 0. 95 (12H, m) „ 1. 6-1. 8 
(3H, m) „ 2. 15 (1H. m) . 3. 73 (1H, d d. J=10. 4, 
6. 1Hz). 3. 76 (3H, s). 3. 85 (1H, dd, J = 10. 4. 
5. 5Hz), 4. 28 (1H. b r) x 4. 38 (1H, t, J=5. 5 
Hz) N 4. 52 (1H, dd, J=9. 8, 5. 5Hz), 6. 55 (1H. 
dd, J=7. 9, 1. 8Hz), 6. 83 (1 H. d, J=7. 9Hz). 
7.12 (2H. m) o 
$m&16 6 

N- (3-^f;l/7x-;l/) Ti J trJl>#—Jl-L--*?>)jl-L-a<{i/Jl>- 
L-/<U > ( (3 -Me) Ph-NHCO-SLV) Ogggj 

3-*i-ji,7 vi/r*- h£ffl<.\ 3£Xtm5 4 tmmzm&ifttzw 

N- (3-/f;l/7x^.;l/) 7; JiiJX,*:— L --tr 'J L - o ->;l/- L 
( (3 -Me) Ph-NHCO-SLV) &'&tz 0 
FAB-MS (m/z) : 451 (MH + ) 0 

X H-NMR (5. CD 3 OD) : 0. 95 (12H. m) „ 1. 6-1. 8 
(3H, m) s 2. 1 5 (1 H. m) N 2. 2 8 (3H, s) „ 3. 7 0 (1H. 
dd, J = 10. 4. 6. lHz) > 3. 85 (1H. dd, J=10. 4. 
5. 5Hz), 4. 28 (1H. br), 4. 37 (1H. t. J=5. 5 
Hz). 4. 52 (1H. dd, J=9. 7, 5. 5Hz). 6. 79 (1H. 
d. J=7. 9Hz). 7. 12 (2H. m) . 7. 12 (1H, s) Q 
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mmm6 1 

N- (4 -xf;i/7x- ;IQ 7$ J t> Jltf—Jl- L *) J\,-L -n 4 i/ Jl- 
L-'<'J > ( (4-E t) Ph-NHCO-SLV) OUgil 

N- (4 - xf;l/7i^;b) 7 ; ; *^-f-^- L -b 'J ^ - L - ->;b- L 
-/<y > ( (4-E t) Ph-NHCO-SLV) £m^ 0 
FAB-MS (m/z) : 4 6 5 (MH + ) 0 

^H-NMR (5. CD 3 OD) : 0. 95 ( 1 2 H, m) x 1 . 19 (3H. 
t. J =7. 3 Hz) N 1. 6-1. 8 (3H, m) , 2. 15 (1H, m) > 
3. 72 (1H. dd, 1=11. 0. 6. lHz) s 3. 85 (1H. dd, 
J = l 1. 0. 4. 9Hz) N 4. 27 (1H. br), 4. 3 8 (1H, t. 
J=5. 5Hz). 4. 51 (1H, dd, J=9. 8. 5. 5Hz) N 
7. 08 (2H. d. J=8. 5Hz), 7. 25 (2H, d, J = 8. 5 
Hz) o 

mmm6 8 

N- (2-YV^ab'^7x-Jl>) 7^7 ^;U.fe;U-L--b'J;b-L-o^ 
->;b-L-/<«J > ((2-iPr) Ph-NHCO-SLV) (pmm 

fr<<\ N — (2 -- f VZfa t'Jiy 7 5 J ij )\,-#=-)\,- L --fe 'J L - 

o-f^-L-'OJ > ( (2- i P r) Ph-NHCO-SLV) £'fifc 0 
FAB-MS (m/z) :4 7 9 (MH + ) 0 

1 H-NMR (5, CD 3 OD) : 0. 9 5 (1 2 H. m) „ 1. 2 2 (6H. 
d. J=6. 7Hz). 1. 6-1. 8 (3H, m) N 2. 15 (1H. m) N 
3. 18 (1H, m) N 3. 72 (1H, dd. J-ll. 0. 6. 1Hz). 
3. 84 (1H. dd. J-ll. 0. 5. 5Hz), 4. 29 (1H. m) . 
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4. 39 (1H, t, J =5. 5Hz) x 4. 5 3 (1H, m) % 7. 13 
(2H, m) N 7. 2 9 (1H, m) > 7. 4 0 (1H. m) 0 
mMM6 9 

N- (2, 5-ynt->7i-^) 7 ^ JijJltf— ;l/-L— t?'J;l/-L-o 

v/;b-L-'<U > ( (2. 5- (MeO) 2 ) Ph-NHCO-SLV) OS 
_ _ - — — — 

2. b**/7*-jn ji/r^- b^m^\ mzm5 4tmmz&.m 

&ftti\,\ N — (2, 5-^> h*->7*-;i0 7^y*;b^-;u-L--t'j;u 
-L-n>r S^U-L-^'J > ( (2, 5 - (MeO) 2 ) Ph-NHCO- 
SLV) zmtzo 

FAB-MS (m/z) : 5 1 9 (M + N a + ) „ 

1 H-NMR (5. CD 3 OD) : 0. 93 (12H. m) „ 1. 6-1. 8 
(3H. m) . 2. 16 (1H, m) N 3. 72 (3H, s) . 3. 75 (1H, 

m) N 3. 82 (3H. s) > 3. 85 (1H, m) % 4. 27 (1H, m) . 

4. 38 (1H, t, J=5. 5Hz), 4. 51 (1H, dd, J=9. 8. 

4. 9HzK6. 49 (1H. dd, J=9. 2. 3. 1 H z) N 6. 84 
(1H, d, J=9. 2Hz) N 7. 70 (1H, d. J=3. lHz) 0 

mmmi o 

N — (3->7;7^-jb) T i / ii A/-&—A/— L — tr 'J ;l/ — L — a -< 
L —'< 'J > ( ( 3 - C N) Ph-NHCO-SLV) CDggSH 

3-'>7;7xiMV>7*-h^ffil\ HSSW5 4 tRiaHcRjB^ffttl.^ 
N — (3-'>7;7xi;0 T i SiJJl'tf-Jl'-L—tV JU-L-aJ i/Jl-L 
-'<*)> ( (3-CN) Ph-NHCO-SLV) £*#7^ 0 

FAB-MS (m/z) : 4 8 4 (M + N a + ) 0 

! H-NMR (<5. CD, OD) : 0. 9 5 ( 1 2 H. m) N 1. 6-1. 8 
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(3H, m) N 2. 16 (1H, m) s 3. 75 (1H, d d, J = ll. 0, 
6. lHz) > 3. 86 (1H. dd, J-ll. 0. 5. 5Hz). 4. 29 
(1H, d, J=6. 1 H z) , 4. 3 8 (1H. t, J=5. 5Hz) N 

4. 52 (1H. dd, J=9. 8. 4. 9Hz), 7. 30 (1H, d d, J 
= 9. 2. 1. 2Hz). 7. 41 (1H, t, J = 7. 9 H z) . 7. 54 

(1 H, m) > 7. 9 0 (1 H. m) c 

mmmi 1 

N- (3-^ V*r : si])\,tf— )IT I J 7*-JU) 7$ J JjJltf—Jb-L— fr 'J 
;U-L-P^->^-L-^<'J > ( (3-Me OCONH) Ph-NHCO- 

slv) (omm 

3-^ Y**si])\,#-)\,T i J 7*— )M Vi/T*- hZF^K 5 4 t 

BKRlcKJS&frtti^ N — (3-^ h + ^^-ATi^x^) r i J ii 

L — -t? 'J )V— L — o-i' ->Jl/-L-^<U > ( (3-Me OCONH) 
Ph-NHCO-SLV) Z'&K 0 
FAB-MS (m/z) : 5 3 2 (M + N a + ) 0 

^H-NMR (<5 N CD 3 OD) : 0. 9 4 (12H, m) N 1. 6-1. 8 
(3H, m) . 2. 16 (1 H. m) s 3. 7 2 (3H, s) . 3. 7 3 (1H, 
dd, J = 10. 4, 6. lHz). 3. 85 (1H. d d, J = 10. 4. 

5. 5Hz) N 4. 27 (1H. br), 4. 38 (1H. t, J=5. 5 
Hz) N 4. 49 (1H. dd. J = 9. 8, 4. 9Hz). 7. 08 (2H, 
m) . 7. 15 (1H, t, J = 7. 9Hz). 7. 50 ( 1 H. s) D 
ISSfeffll7 2 

N- (3 - h 'J 7Jl*u J* Jly 7$ S i3)l#-)l-L—tV )\,-L 

-a<< i,jl-L-'<V > ( (3-CF- ) Ph-NHCO-SLV) ©f|g{ 
3- K 'J 7WOfA7x-;K 7>7*- h*ffli.\ HSfe0iJ5 4 &Htifttc 
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BU&tffttW N- (3 - h 'J 7Wd^ f^7x^;l/) 7i;*^-^-L 
— \s*)A,-L-a4i/A,--L-'<» > ( (3-CFg ) Ph-NHCO-SLV) 

FAB-MS (m/z) : 5 2 7 (M + N a + ) 0 

1 H-NMR (<5 N CDj OD) : 0. 95 (12H, m) . 1. 6-1. 8 
(3H, m) . 2. 15 (1H. mK 3. 75 (1H, dd, J = 10. 4, 

6. 1Hz), 3. 87 (1H, dd, J = 10. 4, 5. 5Hz) N 4. 29 
(1H, d, J=5. 5Hz), 4. 39 (1H, t, J=5. 5Hz), 

4. 52 (1H, dd, J=9. 8. 4. 9Hz), 7. 24 (1H. d, J = 

7. 9Hz). 7. 41 (1H, t. J=7. 9Hz). 7. 51 (1H, d. 
J=7. 9Hz), 7. 84 (1H, d. J=7. 9Hz)„ 

n&mi 3 

N-l--J-7»;l/TS J ft;U#— ;l/-L--trU;U-L-o^->;b-L-'<U > 
(1-Nap-NHCO-SLV) <Pli8g 

l-t7f;Kv>7^-h^ffii\ fUfefll5 4 £fiM»lcRa;«Ttt<r\ N- 
1 -j-7?-)\sT I J ;l/-L--fe 'J^u-L-n-r ->;U-L-/<U > (1- 

Nap-NHCO-SLV) Sr^o 

FAB-MS (m/z) : 5 0 9 (M + N a + ) 0 

^-NMR (5, CDg OD) : 0. 9 4 (1 2 H. m) . 1. 6-1. 8 
(3H, m) > 2. 15 (1H. m) > 3. 78 (1H, d d, J=10. 4, 

6. 1Hz)s3. 9 0 (1H, dd, J = 10. 4. 5. 5Hz) . 4. 28 
(1H, br), 4. 4 5 (1H. t. J = 5. 5Hz), 4. 5 3 (1H. 
dd, J=9. 8, 5. 5Hz) , 7. 43 (1H, d d, J=8. 5, 7. 3 
Hz) , 7. 5 0 (2H, ra) , 7. 66 (1H, d, J =8. 5Hz) N 

7. 72 (1H, d, J=7. 3Hz). 7. 86 (1H. d, J=7. 3 
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Hz), 8. 05 (1H. d, J=7. 7Hz) c 
g&SSfl]7 4 

N- (3, 5-y-hQ7x-^) Ti J trJlK— ;U- L 'J L - n-r 
«>;U-L-'<'J > ((3. 5 - (N0 2 ) 2 ) Ph-NHCO-SLV) ©HSU 

3, 5-^hD7xz;Kvm-h?il\ ««5 4tTOlcSlS* 
frtt<.\ N- (3. 5-^-ho7ir.;l/) 7i 7 tr 'J;l/-L 

-u-f-»U-L-><y > ((3. 5- (N0 2 ) 2 ) Ph-NHCO-SLV) 

FAB-MS (m/z) : 5 4 9 (M + Na + ) „ 

1 H-NMR (<5> CDg OD) : 0. 9 5 (1 2 H. m) „ 1. 6-1. 8 
(3H, m) > 2. 16 (1H, in), 3. 7 8 (1H. dd. J =1 1. 0. 

6. 1Hz) , 3. 89 (1H, dd. J-ll. 0, 5. 5Hz), 4. 29 
(1H. m) N 4. 42 (1H, t, J=5. 5Hz) x 4. 54 (1H, m) > 

8. 54 (1H, t, J=l. 8Hz), 8. 68 (2H, d. J=l. 8 

Hz) o 

mmmi 5 

N — (3-7tf^7x-;l>) 7; J iyJltf— fr-L-lz*) )V-L-u<< 
— L —■>< ') > (3-Ac) Ph-NHCO-SLV) cpgggj 

V\ N — (3 -7-fef-;L/7x-=.;lO 7;^;l/*'-;l/-L-t'J^-L-o^i/ 
;U-L-'<U > ( (3 -Ac) Ph-NHCO-SLV) 
FAB -MS (m/z) : 5 0 1 (M + N a + ) 0 

^H-NMR (<5, CD 3 OD) : 0. 95 (12H, m) , 1. 6-1. 8 
(3H, m) s 2. 15 (1 H. m) , 2. 5 8 (3H, s) , 3. 7 5 (1H, 
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dd, J = 10. 4, 6. IHzK 3. 87 (1H, d d, J = 10. 4, 
5. 5 Hz) „ 4. 2 8 (1H. d, J =6. 1Hz) . 4. 4 0 C1H. t, 
J = 5. 5Hz). 4. 53 (1H, dd, J=9. 8. 4. 9Hz). 

7. 3 8 (1H. t, J =7. 9 Hz). 7. 6 0 (2 H, overlapped) . 

8. 0 3 (1H. s) o 

N — (4 — fvynb'^7x-^ T S J t> )\,*?-— ;U- L --b U ;U- L - p-T 
->;l/-L-^<'J > (4- i P r) Ph-NHCO-SLV) g>j§3g 

fA7x^K V <>r*- h£ffl<.\ HJ60IJ5 4 £E«KRJS* 
fitter N — (4 — fy^Dt^7x^) y^ju*^ ;u-L--t?'j;i'-L 
-o>f i/;l/-L-/<U > ( (4-iPr) Ph-NHCO-SLV) &'&tz 0 

FAB-MS (m/z) : 5 0 1 (M + Na + ) » 

^H-NMR (6\ CDj OD) : 0. 9 5 (1 2 H. m) . 1. 2 1 (6H, 
d. J=6. 7Hz) N 1. 6-1. 8 (3H, m) N 2. 15 (1H, m) . 

2. 84 (1H. m) N 3. 73 (1H, d d. J = 10. 4, 6. 1Hz). 

3. 85 (1H, dd, J = 10. 4. 5. 5Hz), 4. 27 (1H, d, J 
= 6. 1Hz) N 4. 3 8 (1H, t, J = 5. 5Hz) . 4. 52 (1H, 
dd, J=9. 7. 5. 5Hz) % 7. 11 (2H, d. J=8. 5Hz) N 
7. 2 6 (2H. d. J =8. 5Hz) o 

N- (3- (2-^;U^->OXT $ K) 7x- )V) T ijJlstf-jl-L 
—bV Jl-L-aJ >>)l-L-'<>) > (3- (Pht-NH) Ph-NHCO- 
SLV) <pmm 

^;l/-0- t - y^^-L-4r'J;U-L-n^i/;U-L-/<U >- t 
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&ltz'&^ TFAT'toSt-5CilcJ:l9> gffti-T* N- (3- (2-*7A^+ 
i/OXTi K) 7x^;b) 7 i ; */l/*'-/l/ - L - t 'J L - ->;1,- L 
-/<U > (3- (Pht-NH) Ph-NHCO-SLV) £?§*: 0 
FAB-MS (m/z) : 6 0 0 (MH + ) 0 

*H — NMR (5^DMSO-dg) :0. 88 (12H, m) x 1. 50 
(2H, m) s 1. 6 4 (1H. mK 2. 0 4 (1H. m) N 3. 4 9 (1H. 
dd, J = 10. 4, 6. 1Hz). 3. 66 (1H, d d. J = 10. 4. 
5. 5 Hz) N 4. 0 9 (1 H. m) N 4. 2 7 (1 H. m) % 4. 4 0 (1H. 
m) > 6. 41 (1H. d, J = 7. 3Hz), 7. 13 (1H. t. J = 

7. 9HzK 7. 22 (1H, t, J=8. 5HzK 7. 5-7. 7 (3H, 
m) N 7. 71 (1H, s) . 7. 86 (2H, t, J=7. 0Hz). 

8. 09 (1H. d. J=7. 9Hz). 8. 84 (1H, s). 10. 24 
(1H. s) o 

nmwi 8 

->;l/-L-^'J> ( (3-PhN) -Ph-NHCO-SLV) CDggg! 

HSfe0j7 7 N— (3 — (2-*M'+-X>X7; K) 7*;*) 

7i; #;l>*^;b-L--fe'j;U-L-a^->jU-L-'<'J > (3 - (Pht- 
NH) Ph-NHCO-SLV) N- (3--7*Jl"f$ K7x^) 7 
^ J ijj\,#-j\,-L — b 'JJU-L-a-r 5oU-L-'<U > ( (3-PhN) - 
Ph-NHCO-SLV) ££j£$J<h Lt4^.fc 0 o 
FAB-MS (m/z) : 5 8 2 (MH + ) „ 

*H-NMR (<5. CD 3 OD) : 0. 94 ( 1 2 H, m) . 1. 65- 
1. 7 5 (3H, m) s 2. 15 (1H, m) > 3. 7 3 (1H, d d. J = 
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10. 4, 5. 5Hz), 3. 86 (1H, dd, J = 10. 4. 5. 5HzK 

4. 27 (1H. d, J=6. 1Hz), 4. 38 (1H. t. J=5. 5Hz) 
. 4. 51 (1H, dd. J=9. 8, 5. 5Hz). 7. 05 (1H. dt, 

J = 7. 3, 2. OHz) „ 7. 4 0 (2H, m) , 7. 5 4 (1H. t. J = 
2. 4HzK7. 87 (1H, dd. J=5. 5. 3. 1Hz) . 7. 95 
(1H. dd. J-5. 5. 3. 1Hz) o 

mm&n 9 

N- (3- (3-^7^-><>X7; K) 7^— AQ T i J t> Jl^-Jl-L 
— t? 'J;U-L-n^ y/;U-L-/<U > (3- (I ph t -NH) Ph-NHCO 
— S L V) g>Sg$g 

tiCiCioTN- (3- (3-*JW+-X>X7i K) :7^;b) 

;U-L— b 'J;U-L-o^ i/)l-L-'<V > (3- (Ipht-NH) 
Ph-NHCO-SLV) 
FAB-MS (m/z) : 6 0 0 (MH + ) 0 

L H-NMR (d\ DMSO-dg ) : 0. 8 6 (1 2 H. m) . 1. 5 2 
(2H. m) „ 1. 63 (1H. m) , 2. 03 (1H. m) N 3. 50 (1H, 
dd. J = 10. 4. 6. 1Hz), 3. 66 (1H. d d. J=10. 4. 

5. 5 Hz) x 4. 0 9 (1H. dd. J =8. 5. 6. 1 H z) N 4. 28 
(1 H. m) . 4. 4 0 (1 H. m) . 6. 4 3 (1 H. d. J=8Hz) > 

7. 19 (2H. m) N 7. 32 (1H. d. J=7. 9Hz). 7. 65 
(1H. t. J =7. 9Hz) s 7. 84 (2H. overlapped) N 8. 1 1 

(2 H, overlapped) . 8. 17 (1H. d. J =7. 9Hz), 8. 5 0 
(1H. sK 8. 85 (1H. s) „ 10. 35 (1H. s) c 
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m&m 8 o 

N- (3- (4 -ti)ltf*i/OXT i K) 7x-;l/) T 5 J ft )l#-)l-L 
-■b'J;U-L-o^i/^-L-^<'J > (3- (Tpht-NH) Ph-NHCO 
-SLV) <Pgg$!i 

(3- (4-*JWi/'<>X7; K) 7i-W T i J tul^i-jl- L -Hr 'J 
>U-L-o-f ->;U-L-'<U > (3 - (Tpht-NH) Ph-NHCO- 
SLV) £'#fc Q 
FAB-MS (m/z) : 6 0 0 (MH + ) 0 

%-NMR (5 S CDg OD) : 0. 9 4 ( 1 2 H. m) x 1. 5 5- 
.1. 7 0 (3H. m), 2. 1 5 (1H. m) N 3. 7 4 (1H, dd, J = 
11. 0, 6. 1Hz), 3. 86 (1H, dd. J=ll. 0. 5. 5Hz)> 
4. 29 (1H, m) , 4. 4 0 (1H. t. J =5. 5Hz), 4. 53 
(1H, m) .7. 2 4 (2H. m) N 7. 3 3 (1H, m) , 7. 7 9 (1H, 
s) . 7. 99 (2H, d. J=7. 9Hz), 8. 14 (2H. d. J = 
7. 9Hz) o 

mmms 1 

N- (3- (4 K) 7x-^) T i yiJJbrit—Jl-L- 

Hr'J;b-L-D-r ->;U-L-><'J > (3 - (HOCO (CH 2 ) 3 -CONH) 
Ph-NHCO-SLV) <Pm$l 

(3- (4 —h + 5. K) 7i;A) 7$ y ^;i/^*-;U-L--b'J;u 
-L-o^->;U-L-^*U > (3 - (HOCO (CH 2 ) 3 - CONH) Ph- 
NHCO-SLV) &mtz e 

FAB-MS (m/z) : 5 6 6 (MH + ) 0 
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! H-NMR (<5> CD 3 OD) : 0. 9 4 (12H, m) % 1. 60- 

1. 7 5 (3H, m), 1. 9 6 (2H, m) , 2. 1 5 (1 H, m) . 

2. 40 (4H, m) . 3. 72 (1 H, d d. J=10. 4. 6. 1Hz). 

3. 85 (1H, dd, J=10. 4. 5. 5Hz), 4. 28 (1H, m) > 

4. 3 8 (1H, t. J =5. 5 Hz) > 4. 50 (1H, d d. J =9. 7. 
4. 9 Hz) s 7. 17 (3H. m) . 7. 6 1 (1 H. s) 0 

nmms 2 

o^i/;U-L-AU> (3- CH3 (CH 2 ) 12 -CONH) Ph-NHCO- 

slv) ©ussa 

- L--tr 'J ;U- L - a-f ->;U-L-/<U > (3- (CH g (CHg ) 12 ~ 
CONH) Ph-NHCO-SLV) 
FAB -MS (m/z) : 6 6 2 (MH + ) 0 

! H-NMR ($> CDg OD) : 0. 89 (3H, t. J=7. 3Hz) . 

0. 95 (12H, m) . 1. 2 5-1. 4 0 (2 0H, m) . 1. 60- 

1. 7 5 (5H, m) , 2. 1 5 (1H, m) > 2. 3 4 (2H, t. J = 

7. 3Hz). 3. 72 (1H, d d, J = 10. 4. 6. 1Hz), 3. 85 
(1H, dd, J=10. 4, 5. 5Hz) . 4. 28 (1H. d. J=5. 5 
Hz). 4. 39 (1H, t, J=5. 5Hz). 4. 51 (1H, d d. J = 
9. 8. 4. 9 Hz) > 7. 1 6 (3H. m) . 7. 6 2 (1H. s) . 

nmms 3 

<< >h"hoT'CDFas t PTP-BAS<P*££IB^ 

mmmz2<oi3mz.m\ slv©n*s»<* cio^m) o^t-hn 
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Fa i/PTP-BA3fl)||««Ht«tt Lfc , ft 6*K:N*Jiettfti 
-Ot'b DTOFas £ PTP-BAScD^^m^ 





fflW (*0 


&ffcftl 4 5 


48. 7 


^Jfe0>J4 6 


61. 1 


HJ60O4 7 


55. 9 


2lJfe0»J4 8 


4 7. 8 


^JfeWl4 9 


7 6. 8 


^Jfefll 5 0 


66. 6 


^Jfefll5 1 


5 5. 9 


^8fe#J5 2 


7 5. 6 


^Sfe0>J5 3 
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